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DRUG  REGULATION  REFORM  ACT  OF  1979 


THURSDAY,  MAY  17,  1979 

U.S.  Senate, 

Subcommittee  on  Health  and  Scientific  Research, 
of  the  Committee  on  Labor  and  Human  Resources, 

Washington,  D.C. 

The  subcommittee  met,  pursuant  to  notice,  at  10:10  a.m.  in  room 
4232  of  the  Dirksen  Senate  Office  Building,  Senator  Edward  M. 
Kennedy  (chairman  of  the  subcommittee)  presiding. 

Present:  Senators  Kennedy  and  Schweiker. 

Opening  Statement  of  Senator  Kennedy 

Senator  Kennedy.  We  will  come  to  order. 

Today  the  Senate  Health  and  Scientific  Research  Subcommittee, 
after  5 years  and  over  27  volumes  of  hearing  records,  begins  the 
final  days  of  legislative  hearings  on  proposals  to  reform  the  Na- 
tion’s drug  laws. 

The  proposals  before  us  today  address  issues  very  familiar  to  this 
subcommittee.  Many  of  the  proposed  solutions  are  familiar  as  well, 
having  been  debated  at  length  in  subcommittee  markup  last  year. 

This  is  the  Congress  that  will  finally  achieve  reform  of  the  drug 
laws.  More  than  half  the  members  of  the  full  Labor  and  Human 
Resources  Committee  have  legislative  proposals.  I view  these  as 
complementary  and  I believe  the  final  committee  bill  will  reflect 
elements  of  all  of  them. 

No  health  issue  has  been  as  exhaustively  studied,  has  more 
complete  a legislative  history,  or  is  more  important  to  the  health  of 
the  American  people,  than  this  one.  The  foundation  has  been  laid. 
It  is  my  intention  to  keep  the  hearing  record  open  for  2 weeks  to 
obtain  any  additional  written  views,  and  to  begin  markups  in  June. 
I look  forward  to  working  with  my  colleagues  in  the  Congress,  with 
the  administration,  and  with  all  interested  groups,  to  complete  the 
job. 

Senator  Schweiker? 

Senator  Schweiker.  Thank  you,  Mr.  Chairman. 

Drug  regulatory  policy  is  one  of  the  most  critical  and  complex 
issues  that  the  Health  and  Scientific  Research  Subcommittee  will 
be  considering  during  the  96th  Congress. 

What  we  do  in  this  area  will  affect  not  only  the  pharmaceutical 
industry;  it  will  affect  what  drugs  become  available  in  this  country 
and  how  they  are  used.  In  a very  real  sense,  changes  in  the  current 
regulatory  system  will  have  an  impact  on  virtually  every  American 
who  relies  on  drugs  to  treat  health  problems  or  who  hopes  that 
needed  new  drugs  will  be  developed. 
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We  have  a responsibility  to  assess  all  the  implications  of  the 
various  new  drug  regulation  proposals  before  us  very  carefully 
before  accepting  or  rejecting  them,  as  well  as  to  exercise  our  con- 
tinuing oversight  authority  diligently. 

Drugs  are  a vital  part  of  medical  care.  They  are  the  treatment  of 
choice  for  many  conditions.  They  save  lives,  prevent  disability,  and 
reduce  the  need  for  costly  hospital  care.  Millions  of  Americans 
anxiously  await  the  development  of  new  drugs,  or  better  drugs 
with  fewer  serious  adverse  effects,  to  relieve  the  many  diseases  and 
disorders  which  afflict  our  people.  Historically,  pharmaceutical 
manufacturing  has  been  a strong  industry,  and  the  U.S.  pharma- 
ceutical industry  has  been  a leader  in  research  and  the  develop- 
ment of  important  new  therapies.  In  recent  years,  however,  there 
has  been  rising  concern  about  delays  in  new  drug  development  due 
to  the  operation  of  the  present  drug  approval  system.  A number  of 
proposals  have  been  developed,  and  although  almost  everyone 
agrees  that  unnecessary  delays  that  impede  prompt  approval  of 
safe  and  effective  drugs  should  be  eliminated,  there  are  substantial 
differences  of  opinion  on  how  this  can  best  be  accomplished. 

Earlier  this  week,  I introduced  legislation  specifically  aimed  at 
improving  the  administration  of  our  drug  laws  and  encouraging 
the  development  and  timely  approval  of  needed  new  drugs,  by 
loosening  FDA  regulation  of  the  earliest  stages  of  drug  research 
while  maintaining  safeguards  for  the  protection  of  human  research 
subjects,  allowing  for  institutional  rather  than  Federal  review  and 
approval  of  preliminary  drug  testing,  and  providing  for  advisory 
committee  review  of  questions  which  arise  in  connection  with  such 
testing. 

In  addition,  my  Drug  Regulation  Improvement  Act  will  help 
alleviate  the  enormous  paperwork  burden  involved  in  current  drug 
approval  procedures,  by  encouraging  greater  use  of  summaries  by 
FDA  in  making  its  drug  approval  decisions. 

The  bill  is  also  designed  to  make  FDA  reviewers  more  account- 
able, by  giving  drug  sponsors  prompt  notice  of  who  will  be  review- 
ing their  application  for  drug  approval  and  requiring  the  reviews 
to  be  conducted  concurrently  and  completed  within  the  statutory 
time  frame  of  180  days. 

At  the  request  of  the  drug  sponsor,  the  expertise  of  advisory 
committees  composed  of  consumers,  health  care  providers  and  sci- 
entific experts  can  be  brought  to  bear  on  questions  relating  to  the 
approvability  of  drugs.  Lastly,  the  bill  authorizes  an  abbreviated 
drug  approval  procedure  to  eliminate  unnecessary  duplicate  clini- 
cal testing  of  drugs  approved  since  1962,  provided  that  there  has 
been  at  least  5 years'  experience  with  the  drug  and  that  all  other 
requirements  for  approval-including  bioavailability  standards — 
are  met.  / 

This  provision  should  not  only  relieve  the  burden  that  conduct- 
ing such  testing  imposes  on  drug  manufacturers,  it  should  also 
permit  FDA  to  devote  more  resources  to  the  careful  review  of  truly 
new,  innovative  drugs. 

I am  well  aware  of  the  controversy  which  surrounds  all  these 
issues  I look  forward  to  hearing  from  our  witnesses  today  and 
tomorrow  about  the  points  raised  in  my  bill,  and  in  the  other 
proposals  which  are  before  us.  During  the  coming  weeks  and 
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months,  I intend  to  scrutinize  these  bills  and  the  comments  we 
receive  very  closely  in  an  effort  to  see  that  any  legislation  devel- 
oped by  the  subcommittee  will  serve  the  best  interests  of  the 
American  people  in  insuring  that  safe  and  effective  drugs  are 
developed  and  made  available  as  soon  as  possible. 

Senator  Kennedy.  We  will  now  receive  for  the  record  a state- 
ment by  Senator  Javits,  who  due  to  other  commitments,  was 
unable  to  be  present  at  this  time. 

PREPARED  STATEMENT  OF  SENATOR  JACOB  K.  JAVITS 

Senator  Javits.  Mr.  Chairman,  we  have  been  debating  drug  regu- 
lation reform  proposals  for  well  over  5 years.  In  the  last  Congress, 
this  committee  spent  considerable  time  in  a highly  constructive 
manner  by  debating  the  many  proposals  before  the  committee.  We 
learned  much  from  that  process  and  I believe  that  we  must  build 
on  that  experience  in  our  committee  considerations  in  this  Con- 
gress. 

Well  over  a year  ago,  I challenged  the  pharmaceutical  industry 
to  cooperate  with  us  in  the  development  of  needed  reforms  in  the 
regulation  of  pharmaceutical  drugs.  At  that  time,  I stated  that  I 
would  make  it  my  special  concern  to  hear  what  they  had  to  say, 
what  objections  they  had  to  the  proposals,  and  what  constructive 
suggestions  they  could  offer. 

I heard  their  objections  to  the  various  proposals;  but  this  indus- 
try has  criticized  the  current  law  for  so  long  and  yet  when  asked  to 
suggest  ways  of  improving  it,  nothing  substantial  seems  to  be  forth- 
coming. 

I have  joined  as  cosponsor  of  a new  scaled-down  version  of  a 
pharmaceutical  drug  reform  bill  which  combines  many  of  the  pro- 
visions of  previous  Kennedy  bills  and  the  Javits- Williams  bill  of 
last  Congress.  This  is  a realistic  proposal  which  I believe  can  be 
enacted  into  law  in  this  Congress.  And,  I hope  that  the  industry 
will  cooperate  with  us  in  this  endeavor  as  is  I feel  its  public  duty. 
It  is  an  important  measure  and  deserves  their  serious  attention 
and  affirmative  participation. 

[Introductory  remarks  of  Senator  Kennedy  on  S.  1075,  text  of  S. 
1075,  introductory  remarks  of  Senator  Schweiker  on  S.  1038,  text  of 
S.  1038,  fact  sheet,  and  texts  of  S.  1045,  S.  772,  and  S.  787  follow:] 

Floor  Statement  of  Senator  Edward  M.  Kennedy  Upon  Introduction  of  the 

Drug  Regulation  Reform  Act  of  1979 

Mr.  President,  I rise  on  behalf  of  myself  and  Senators  Javits,  Randolph,  Riegle, 
Metzenbaum,  Eagleton,  and  Williams  to  introduce  the  Drug  Regulation  Reform  Act 
of  1979. 

Mr.  President,  the  hearings  held  by  the  Senate  Subcommittee  on  Health  and 
Scientific  Research  between  1973  and  1978  revealed  several  fundamental  flaws  in 
our  knowledge  about  drug  use  and  our  system  of  regulating  drugs  in  the  United 
States. 

First,  we  have  hardly  any  understanding  of  how  approved  drugs  are  used  in 
practice  in  this  country.  Information  on  adverse  reactions,  long-term  risks,  unantici- 
pated benefits,  and  potential  new  uses  is  woefully  inadequate. 

Second,  neither  the  patients  nor  the  physicians  who  use  drugs  have  sufficient 
objective  information  about  those  drugs. 

Third,  rational  prescribing  practices  are  frustrated  by  a variety  of  marketing 
abuses  engaged  in  by  the  pharmaceutical  industry. 

Fourth,  the  drug  investigation  and  approval  process  is  too  unpredictable  during 
its  investigational  stage  and  too  rigid  during  its  approval  stage. 

Fifth,  it  takes  too  long  to  market  many  drugs. 
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Sixth,  the  public  is  excluded  from  participating  in  the  drug  regulation  system,  a 
phenomenon  which  undermines  the  credibility  of  the  Food  and  Drug  Administra- 
tion. 

THE  NEED  FOR  NEW  KNOWLEDGE 

Mr.  President,  it  is  now  well  established  that  our  knowledge  of  how  drugs  are 
used  is  inadequate.  Our  ignorance  can  be  demonstrated  by  the  controversy  that 
surrounds  the  number  of  deaths  due  to  adverse  drug  reactions.  One  study  suggests 

20.000  deaths  per  year.  Another  estimates  30,000  annual  deaths.  Several  researchers 
feel  these  statistics  dramatically  underestimate  the  problem:  they  feel  a range  of 

60.000  to  140,000  annual  deaths  is  more  accurate.  How  many  Americans  do,  in  fact, 
die — how  many  do,  in  fact,  become  ill — due  to  adverse  reactions  to  approved  pre- 
scription drugs?  What  do  these  adverse  drug  reactions  cost  in  dollars?  The  informa- 
tion we  have  is  simply  insufficient  to  answer  such  basic,  important  questions. 

Or  consider  the  studies  which  show  that  doctors  may  often  prescribe  either  the 
wrong  drugs  or  drugs  where  none  are  needed.  One  study  showed  that  77  percent  of 
antibiotic  use  was  either  questionable  or  irrational.  Another  study  revealed  that  52 
percent  of  antibiotic  therapy  either  involved  the  wrong  dose,  the  wrong  drug,  or  the 
absence  of  need  for  any  drug.  How  many  drugs  are  prescribed  inappropriately?  How 
frequently  does  this  happen?  Today,  we  do  not  know. 

Deprived  of  information  about  the  use  of  both  individual  approved  drugs  and 
approved  drugs  in  general,  physicians  are  hampered  in  their  efforts  to  improve  their 
prescribing  practices.  The  FDA,  meanwhile,  must  attempt  to  regulate  approved 
drugs  in  the  dark. 

THE  NEED  FOR  PATIENT  AND  PHYSICIAN  INFORMATION 

Another  problem  arises  from  the  fact  that  patients  and  doctors  do  not  receive 
proper  information  about  approved  drugs.  Most  patients  today  are  hopelessly  unin- 
formed about  what  drugs  really  do  and  cannot  do.  They  therefore  make  excessive 
and  irrational  demands  for  drug  treatment  when  they  see  their  doctors.  At  the 
same  time,  their  doctors  often  do  not  receive  complete  and  objective  information 
about  the  benefits  and  risks  of  particular  drugs.  To  the  extent  that  doctors  lack 
complete  and  balanced  information,  their  capacity  to  prescribe  correctly  suffers. 

THE  NEED  TO  CURB  MARKETING  ABUSES 

A third  problem  results  from  some  of  the  marketing  practices  of  the  pharmaceuti- 
cal industry.  We  expect  doctors  and  pharmacists — and  they  expect  themselves — to 
make  decisions  on  the  basis  of  the  facts,  not  on  the  basis  of  extraneous  influences. 
But  up  until  1974,  it  was  common  practice  for  the  industry  to  provide  physicians 
and  pharmacists  with  gift  catalogues.  If  a certain  quantity  of  specifically  designated 
drugs  were  prescribed  or  dispensed,  bonus  points  were  given  to  the  professional. 
Those  bonus  points  could  then  be  exchanged  for  gifts  selected  from  the  catalogue. 
Gifts  included  color  televisions,  bicycles,  radios,  and  a wide  assortment  of  personal 
items.  One  major  manufacturer  offered  physicians  a “freezer-full  of  meat”  in  ex- 
change for  the  use  of  the  company’s  vaccine.  Other  companies  provided  paid-in-full 
vacations  for  physicians  and  their  families  in  order  to  indoctrinate  the  doctor  about 
a particular  company’s  products.  A family  might  receive  a Caribbean  cruise  in 
return  for  the  professional’s  listening  to  lectures  about  a specific  company’s  prod- 
ucts for  several  hours  a day. 

When  former  industry  detailmen  testified  before  Congress  in  1974,  they  stated 
that  they  spent  an  average  of  ten  minutes  with  the  doctor  and  used  that  time  to 
give  a hard  sales  pitch  in  which  side  effects  were  minimized.  In  order  to  gain  access 
to  physicians  and  pharmacists,  the  detailmen-  gave  small  gifts  to  their  nurses, 
secretaries  and  receptionists. 

Perhaps  most  disturbing  of  all  was  the  detailmen’s  account  of  how  routine  pre- 
scription surveys  are  carried  out.  these  involve  routine  inspection  of  pharmacists’ 
prescription  records.  By  doing  this,  the  detailmen  learn  which  doctors  are  prescrib- 
ing which  drugs.  Armed  with  this  information,  they  are  able  to  target  individual 
doctors  for  intensive  salesmanship. 

Finally,  the  industry  acknowledged  dispensing  over  two  billion  samples  annually 
to  physicians  and  pharamcists  in  an  effort  to  get  them  to  use  specific  products. 

WHAT  THE  DRUG  REGULATION  REFORM  ACT  OF  1979  WOULD  ACCOMPLISH 

The  Drug  Regulation  Reform  Act  of  1979  seeks  to  close  the  drug  information  gap. 
The  Act  pursues  this  goal  in  several  ways. 

First,  it  would  increase  our  stock  of  information  about  the  actual  use,  long-term 
risks,  unanticipated  benefits,  and  potential  new  uses  of  individual  approved  drugs 
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by  requiring  drug  companies,  in  certain  situations,  to  conduct  postmarketing  sur- 
veillance and  further  scientific  investigations.  This  information  would  be  supple- 
mented by  the  research  which  a new  National  Center  for  Drug  Science  would  be 
authorized  to  undertake.  In  addition,  an  annual,  across-the-board  review  of  drug 
experience  in  the  United  States  would  be  prepared  by  the  National  Center. 

Second,  the  Act  would  transmit  more  drug  information  to  patients  and  doctors — 
and  in  a more  objective  manner.  Patients  would  be  entitled  to  receive  “patient 
package  inserts”  which  describe  drug  benefits,  risks,  and  precautions.  Only  if  a 
patient’s  doctor  decides  that  such  information  is  itself  harmful,  or  in  a limited 
number  of  other  situations,  could  such  information  be  withheld.  The  doctors  them- 
selves would  receive  balanced  written  summaries  of  the  benefits  and  risks  associat- 
ed with  the  use  of  all  prescription  drugs.  In  addition,  doctors  would  receive  a 
comprehensive  index  of  all  prescription  drugs,  organized  by  diagnostic  and  thera- 
peutic categories,  and  stating  which  drugs  are  therapeutically  equivalent. 

Third,  the  Act  would  permit  doctors  and  other  health  professionals  to  receive 
more  education  regarding  the  use  of  approved  drugs  under  the  auspices  of  the 
National  Center  for  Drug  Science. 

Finally,  the  Act  would  protect  doctors  from  distorted  data  and  from  irrelevant 
influences  such  as  free  gifts  and  unrestricted  free  drug  samples. 

THE  NEED  TO  MAKE  DRUG  INVESTIGATIONS  MORE  PREDICTABLE 

Today,  Mr.  President,  drug  companies  seeking  approval  of  their  products  feel  they 
must  guess  which  investigations,  protocols  and  methods  FDA  will  require  before  it 
considers  whether  a drug  is  safe  and  effective.  In  short,  the  drug  investigation 
process  is  unpredictable.  Everybody — patients,  companies,  and  the  FDA — suffers 
from  the  delay,  expense,  and  tension  fostered  by  this  lack  of  responsibility. 

The  Drug  Regulation  Reform  Act  of  1979  makes  the  drug  investigation  process  far 
more  predictable.  Companies  would  be  encouraged  to  ask  FDA  about  the  acceptabil- 
ity of  their  investigations,  protocols,  methods,  and  results,  and  FDA  would  be 
required  to  provide  advice.  The  Act  would  also  require  that  written — and  binding — 
investigational  guidelines  be  prepared  by  FDA.  Finally,  the  Act  sets  up  a procedure 
for  resolving  scientific  disputes  between  drug  companies  and  FDA. 

THE  NEED  TO  MAKE  THE  DRUG  APPROVAL  PROCESS  MORE  FLEXIBLE 

While  the  investigational  phase  of  developing  a new  drug  now  involves  far  too 
much  uncertainty,  the  approval  phase  suffers  from  the  opposite  problem:  excessive 
rigidity.  Today,  Mr.  President,  whenever  a new  drug  is  brought  before  FDA,  the 
agency  can  only  make  one  of  two  choices.  It  can  approve  the  drug  for  unrestricted, 
unmonitored,  virtually  permanent  use.  Or  it  can  disapprove  the  drug.  Not  surpris- 
ingly, certain  drugs  which  ought  to  be  approved,  but  which  also  need  to  be  limited 
in  some  fashion,  are  kept  off  the  market  for  long  periods  of  time  by  cautious  FDA 
employees. 

The  Drug  Regulation  Reform  Act  of  1979  gives  FDA  the  flexible  approval  authori- 
ty it  needs.  If  a drug  would  be  unsafe  if  approved  for  all  settings,  but  safe  if  used  in 
a restricted  setting  such  as  a hospital,  FDA  could  approve  the  drug  and  limit  its  use 
to  hospitals.  If  a drug  offers  considerable  benefits  but  also  poses  substantial  risks, 
FDA  could  approve  the  drug  and  require  that  its  risks  be  monitored  or  studied.  If  a 
drug  now  seems  to  be  safe  and  effective,  FDA  could  approve  it  with  the  knowledge 
that,  should  further  tests  show  it  to  be  unsafe  or  ineffective,  taking  it  off  the  market 
would  be  much  more  easy. 

THE  NEED  TO  EXPEDITE  THE  MARKETING  OF  NEW  DRUGS 

Mr.  President,  we  have  all  heard  about  the  “drug  lag.”  Whether  it  exists,  and  if 
so  what  its  causes  are,  are  hotly  debated  topics.  But  whatever  each  of  us  concludes 
about  the  “drug  lag”  and  its  potential  causes,  we  all  agree  that  new  drugs  should  be 
marketed  as  soon  as  their  safety  and  effectiveness  can  be  demonstrated.  In  recent 
years,  under  Commissioner  Donald  Kennedy,  FDA  has  made  substantial  progress  in 
speeding  up  the  marketing  of  new  drugs,  the  Drug  Regulation  Reform  Act  of  1979 
would  further  expedite  the  marketing  of  new  drugs. 

First,  companies  will  be  able  to  save  time  and  cut  costs  during  the  investigational 
phase  of  drug  development  as  the  investigational  process  itself  becomes  more  pre- 
dictable. Second,  many  drugs  will  be  allowed  on  the  market  more  quickly — with 
conditions — as  a result  of  the  flexible  approval  powers  given  to  FDA.  Finally,  I want 
to  mention  the  provision  which  deals  with  “breakthrough  drugs.”  This  would  allow 
life-saving  drugs  with  unique  therapeutic  advantages  to  be  marketed  after  a pre- 
liminary finding  of  effectiveness  had  been  made — but  before  all  required  studies  of 
effectiveness  have  been  completed. 
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OPENING  UP  THE  DRUG  APPROVAL  PROCESS 

The  final  procedural  problem  I want  to  discuss,  Mr.  President,  is  the  fact  that 
members  of  the  public  are  excluded  from  participating  in  drug  regulation  decisions. 
Today,  participation  is  limited  to  the  drug  company  that  makes  a drug  and  the 
FDA.  It  is  a “closed  world.” 

The  Drug  Regulation  Reform  Act  of  1979  would  open  up  the  drug  approval 
process.  The  public  would  gain  access  to  a summary  of  each  company’s  new  drug 
application.  Any  individual  or  group— whether  it  be  Ralph  Nader  or  the  National 
Cancer  Society,  a university  professor  or  a researcher  at  the  National  Institutes  of 
Health — would  be  entitled  to  comment  on  the  application  and  participate  in  any 
hearings  FDA  holds.  The  public  would  also  be  able  to  participate  in  certain  post- 
approval regulatory  decisions. 

MISCELLANEOUS 

Mr.  President,  while  the  Act  focuses  primarily  on  the  creation  of  a better  drug 
information  system  and  improvements  in  the  drug  investigation  and  approval  proc- 
ess itself,  it  would  also  change  current  law  in  several  additional  ways.  Let  me 
briefly  outline  the  most  significant  of  these  changes: 

To  reduce  patient  health  risks,  FDA  would  be  granted  authority,  in  a limited 
number  of  circumstances,  to  require  that  patients  give  their  informed  consent 
before  using  a particular  prescription  drug  or  to  restrict  the  distribution  of  the  drug 
itself. 

The  existing  batch  certification  requirement,  which  now  applies  only  to  insulin 
and  antibiotics,  would  be  extended  to  all  drugs  but  subjected  to  explicit  statutory 
limitations. 

The  existing  distinctions  between  “grandfathered,”  old,  and  new  drugs — which 
create  substantial  confusion  and  regulatory  difficulty — would  be  phased  out. 

In  the  area  of  enforcement,  the  “strict  criminal  liability  standard  embodied  in 
the  Park  decision  would  be  replaced  by  a “negligence”  standard.  At  the  same  time, 
the  prohibition  against  the  submission  of  false,  misleading,  or  incomplete  data  to 
FDA  would  be  strengthened;  drugs,  like  devices,  would  be  made  subject  to  FDA’s 
“embargo”  power;  the  power  to  issue  subpoenas  would  be  granted  to  FDA;  and 
violations  of  the  Food,  Drug,  and  Cosmetic  Act  would  be  made  punishable  by  the 
imposition  of  civil  penalties. 

The  absolute  ban  on  the  export  of  unapproved  drugs  would  be  lifted.  Instead,  such 
drugs  could  be  exported  under  a permit  system  if  the  foreign  government  requested 
the  n,  the  drug  companies  in  question  supplied  benefit/risk  information,  and  FDA 
determined  that  no  public  health  hazard  would  result. 

The  FDA,  which  now  has  no  status  in  law,  would  be  given  a statutory  charter. 
The  FDA  Commissioner  would  be  appointed  by  the  President  with  the  advice  and 
consent  of  the  Senate. 

CONCLUSION 

Mr.  President,  in  the  seventeen  years  since  Congress  revised  the  Food,  Drug,  and 
Cosmetic  Act,  we  have  learned  that  the  day-to-day  use  of  drugs  is  surrounded  by 
confusion  and  uncertainty.  We  have  also  learned  that  the  public,  the  drug  compa- 
nies, and  FDA  all  suffer  from  regulatory  procedures  which  are  unnecessarily  unpre- 
dictable, inflexible,  slow,  and  closed. 

The  Drug  Regulation  Reform  Act  of  1979  will  substantially  improve  the  use  of 
drugs  by  generating  more  information  about  approved  drugs  and  by  transmitting 
that  information  to  patients  and  doctors  in  a balanced  manner.  The  Act  will 
rationalize  the  drug  approval  process  by  making  it  more  predictable  at  the  investi- 
gational end,  more  flexible  at  the  approval  end,  more  expeditious  throughout,  and 
open  to  the  public.  Finally,  the  Act  will  make  other  needed  changes  in  the  law. 

Mr.  President,  the  Subcommittee  on  Health  and  Scientific  Research  has  scheduled 
hearings  on  drug  legislation  in  two  weeks — on  May  17  and  18.  Accordingly,  I ask 
unanimous  consent  that  a summary  of  the  legislation  introduced  today,  and  the  text 
of  the  legislation  itself,  be  printed  in  their  entirety  in  the  Record.  I also  ask 
unanimous  consent  that  copies  of  this  legislation  be  printed  as  expeditiously  as 
possible,  and  extra  copies  be  made. 

[The  text  of  S.  1075  follows:] 
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96th  CONGRESS 
1st  Session 


S.  1075 


To  revise  and  reform  Federal  law  applicable  to  drugs  for  human  use,  and  for 

other  purposes. 


IN  THE  SENATE  OF  THE  UNITED  STATES 

May  3 (legislative  day,  April  9),  1979 

Mr.  Kennedy  (for  himself,  Mr.  Javits,  Mr.  Randolph,  Mr.  Riegle,  Mr. 
Metzenbaum,  Mr.  Eagleton,  and  Mr.  Williams)  introduced  the  follow- 
ing bill;  which  was  read  twice  and  referred  to  the  Committee  on  Labor  and 
Human  Resources 


A BILL 

To  revise  and  reform  Federal  law  applicable  to  drugs  for  human 

use,  and  for  other  purposes. 

1 Be  it  enacted  by  the  Senate  and  House  of  Representa- 

2 tives  of  the  United  States  of  America  in  Congress  assembled, 

3 short  title;  reference  to  act 

4 Section  1.  (a)  This  Act  may  be  cited  as  the  “Drug 

5 Regulation  Reform  Act  of  1979”. 

6 (b)  Except  as  otherwise  specifically  provided,  whenever 

7 in  this  Act  an  amendment  or  repeal  is  expressed  in  terms  of 

8 an  amendment  to,  or  repeal  of,  a section  or  other  provision, 
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1 the  reference  shall  be  considered  to  be  made  to  a section  or 

2 other  provision  of  the  Federal  Food,  Drug,  and  Cosmetic  Act 

3 (21  U.S.C.  201). 

4 TITLE  I — AMENDMENTS  TO  FEDERAL  FOOD, 

5 DRUG,  AND  COSMETIC  ACT 

6 Sec.  101.  Section  201(e)  is  amended  by — 

7 (1)  striking  “and”;  and 

8 (2)  striking  the  period  after  “association”  and  sub- 

9 stituting  and  agency  of  government.”. 

10  Sec.  102.  Section  201(p)  is  repealed. 

11  Sec.  103.  Section  301(e)  is  amended  by  striking  the 

12  period  at  the  end  thereof  and  substituting  the  following:  “;  or 

13  the  maintenance  or  submission  by  any  person  of  any  required 

14  data,  record,  or  report  which  is  false,  misleading,  or 

15  incomplete.”. 

16  Sec.  104.  Section  301  is  amended  by  adding  at  the  end 

17  thereof  the  following  subsections: 

18  “(s)  The  violation  of  any  requirement  imposed  under 

19  section  504  or  506. 

20  “(t)  The  manufacture  for  export  or  exporting  of  a drug 

21  or  device  in  violation  of  section  801(d)  or  802.”. 

22  Sec.  105.  Subsections  (a)  and  (b)  of  section  303  are 

23  amended  to  read  as  follows: 

24  “(a)(1)  Any  person  who  negligently  violates  a provision 


25  of  section  301  shall — 


9 


3 

1 “(A)  in  the  case  of  an  individual,  be  imprisoned 

2 for  not  more  than  one  year  or  fined  not  more  than 

3 $25,000,  or  both;  or 

4 “(B)  in  the  case  of  a person  other  than  an  individ- 

5 ual,  be  fined  not  more  than  $50,000. 

6 “(2)  Notwithstanding  the  provisions  of  paragraph  (1),  if 

7 any  person  negligently  commits  a violation  of  section  301 

8 after  a conviction  of  that  person  under  paragraph  (1)  has 

9 become  final,  or  commits  such  a violation  knowingly  or  will- 

10  fully,  such  person  shall — 

11  “(A)  in  the  case  of  an  individual,  be  imprisoned 

12  for  not  more  than  three  years  or  fined  not  more  than 

13  $50,000,  or  both;  or 

14  “(B)  in  the  case  of  a person  other  than  an  individ- 

15  ual,  be  fined  not  more  than  $100,000. 

16  “(b)  For  purposes  of  subsection  (a),  the  term  ‘negligent- 

17  ly’  means  acting  without  the  care,  skill,  prudence,  or  dili- 

18  gence,  under  the  circumstances  then  prevailing,  that  a pru- 

19  dent  person  would  use  if  acting  in  a like  capacity  and  familiar 

20  with  the  matters  with  which  a prudent  person  in  like  capacity 

2 1 would  be  familiar. ” . 

22  Sec.  106.  Section  304(g)  is  amended  by  inserting  “drug 

23  or”  before  “device”  wherever  it  appears. 

24  Sec.  107.  Chapter  III  is  amended  by  adding  at  the  end 

25  thereof  the  following  new  section: 
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“civil  penalties 

“Sec.  308.  (a)  Any  person  who  violates  section  301 
shall  be  liable  to  the  United  States  for  a civil  penalty  for  each 
violation  of  not  more  than  $10,000,  if  an  individual,  or 
$25,000,  if  other  than  an  individual.  A violation  of  section 
301  shall  constitute  a separate  violation  with  respect  to  each 
failure  or  refusal  to  perform  an  act  required  thereby;  and,  if 
such  violation  is  a continuing  one,  each  day  of  such  violation 
shall  constitute  a separate  violation;  but  the  maximum  civil 
penalty  shall  not  exceed  $500,000  in  any  single  proceeding, 
if  an  individual,  or  $1,000,000  in  any  single  proceeding,  if 
other  than  an  individual. 

“(b)  Prior  to  seeking  to  enforce  any  civil  penalty  under 
this  section,  the  Secretary  shall  notify  the  person  or  persons 
from  whom  such  penalty  will  be  sought  of  the  Secretary’s 
intention  of  seeking  to  enforce  the  penalty  and  the  reasons 
therefor,  and  shall  afford  the  person  or  persons  an  opportuni- 
ty to  discuss  the  matter.  After  such  notice  and  opportunity 
for  discussion,  the  Secretary  may  compromise  with  or  with- 
out conditions,  any  civil  penalty  which  may  be  imposed  under 
this  section. 

“(c)  The  amount  of  any  penalty,  when  finally  deter- 
mined under  subsection  (a),  or  the  amount  agreed  upon  in 
compromise  under  subsection  (b),  may  be  deducted  from  any 
sums  owed  to  the  person  in  question  by  the  United  States. 
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1 “(d)  If  any  person  fails  to  pay  a penalty  determined 

2 under  subsection  (a)  after  it  has  become  a final  order,  or  fails 

3 to  pay  the  amount  agreed  upon  in  compromise  under  subsec- 

4 tion  (b),  the  Attorney  General  shall  recover  the  penalty  or 

5 other  amount  (plus  interest)  by  an  action  brought  in  any  ap- 

6 propriate  district  court  of  the  United  States.  In  such  an 

7 action,  the  validity,  amount,  and  appropriateness  of  the  pen- 

8 alty  or  other  amount  shall  not  be  subject  to  review. 

9 “(e)  All  penalties  or  other  amounts  collected  under  au- 

10  thority  of  this  section  shall  be  paid  into  the  Treasury  of  the 

11  United  States  as  miscellaneous  receipts.”. 

12  Sec.  108.  Section  501(b)  is  amended  to  read  as  follows: 

13  “(b)  If  it  purports  to  be  or  is  represented  as  a drug  the 

14  name  of  which  is  recognized  in  an  official  compendium,  and 

15  its  strength  differs  from,  or  it  fails  in  terms  of  identity, 

16  strength,  quality,  purity,  stability,  or  bioavailability  to  meet, 

17  the  standards  set  forth  in  such  compendium.  Such  determina- 

18  tions  as  to  identity,  strength,  quality,  purity,  stability,  or 

19  bioavailability  shall  be  made  in  accordance  with  the  tests  or 

20  methods  of  assay  set  forth  in  such  compendium.  Whenever 

21  standards  of  identity,  strength,  quality,  purity,  stability,  or 

22  bioavailability,  or  tests  or  methods  of  assay,  have  not  been 

23  prescribed  in  such  compendium,  or  such  standards,  tests,  or 

24  methods  of  assay  as  are  prescribed  are,  in  the  judgment  of 

25  the  Secretary,  insufficient,  the  Secretary  shall  bring  such  fact 
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1 to  the  attention  of  the  appropriate  body  charged  with  the 

2 revison  of  such  compendium,  and  if  such  body  fails  within  a 

3 reasonable  time  to  prescribe  tests  or  methods  of  assay  which, 

4 in  the  judgment  of  the  Secretary,  are  sufficient,  then  the  Sec- 

5 retary  shall  promulgate  regulations  prescribing  appropriate 

6 standards,  tests,  or  methods  of  assay.  A drug  shall  be  deemed 

7 to  be  adulterated  if  its  identity  or  strength  differs  from,  or  it 

8 fails  in  terms  of  quality,  purity,  stability,  or  bioavailability  to 

9 meet,  standards  set  forth  in  any  regulations  promulgated  by 

10  the  Secretary  under  this  subsection,  or  if  tests  or  methods  of 

1 1 assay  set  forth  in  any  regulations  promulgated  by  the  Secre- 

12  tary  under  this  subsection  were  not  used.  Whenever  a drug  is 

13  recognized  in  both  the  United  States  Pharmacopeia  and  the 

14  Homeopathic  Pharmacopeia  of  the  United  States  it  shall  be 

15  subject  to  the  requirements  of  the  United  States  Pharmaco- 

16  peia  unless  it  is  labeled  and  offered  for  sale  as  a homeopathic 

17  drug,  in  which  case  it  shall  be  subject  to  the  provisions  of  the 

18  Homeopathic  Pharmacopeia  of  the  United  States  and  not  to 

19  those  of  the  United  States  Pharmacopeia.". 

20  Sec.  109.  Section  501(c)  is  amended  to  read  as  follows: 

21  “(c)  If  it  is  not  subject  to  the  provisions  of  paragraph  (b) 

22  and  its  identity  or  strength  differs  from,  or  its  quality,  purity, 

23  stability,  or  bioavailability  falls  below,  that  which  it  purports 

24  or  is  represented  to  possess.". 

25  Sec.  110.  Section  501(d)  is  amended  to  read  as  follows: 
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1 “(d)  If  it  is  drug  and  any  substance  has  been  (1)  mixed 

2 or  packed  therewith  so  as  to  alter  its  identity  or  to  reduce  its 

3 strength,  quality,  purity,  stability,  or  bioavailability  or  (2) 

4 substituted  wholly  or  in  part  therefor .”. 

5 Sec.  111.  Section  502(b)  is  amended  by  inserting  before 

6 the  semicolon  the  following;  “,  or  in  the  case  of  a prescription 

7 drug,  the  name  and  place  of  business  of  the  manufacturer  and 

8 distributor”. 

9 Sec.  112.  Section  502(f)  is  amended  by  inserting:  “in 

10  the  case  of  a drug  intended  for  use  by  man,  complies  with  the 

11  provisions  of  section  504  (a),  (c),  (g),  and  (m),  or,  in  the  case 

12  of  any  other  drug  or  a device,”  after  “Unless  its  labeling,”. 

13  Sec.  113.  Section  502(k)  is  amended  to  read  as  follows: 

14  “(k)  If  it  is  a drug  from  a batch  with  respect  to  which  a 

15  requirement  has  been  imposed  and  remains  in  effect  under 

16  section  506(e)  unless  the  batch  is  covered  by  a written  state- 

17  ment  by  the  Secretary  that  it  meets  all  applicable  standards 

18  of  identity,  strength,  quality,  purity,  stability,  and  bioavaila- 

19  bility.”. 

20  Sec.  114.  Section  502(1)  is  repealed. 

21  Sec.  115.  Section  502(n)  is  amended  by — 

22  (1)  striking  the  comma  and  adding  “and”  before 

23  “(2)”,  and 

24  (2)  striking  the  comma  and  all  that  follows  after 

25  “502(e)”  and  substituting  a period. 
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1 Sec.  116.  (a)  The  first  sentence  of  section  503(h)(2)  is 

2 amended  by  striking  the  material  beginning  after  “shall”  and 

3 ending  with  “bears”  and  substituting  “bear”. 

4 (b)  The  second  sentence  of  section  503(b)(2)  is  repealed. 

5 Sec.  117.  The  Act  is  amended  by  inserting  after  section 

6 503  the  following  new  section: 

7 “requirements  regarding  patient  and  physician  in- 

8 FORMATION,  DRUG  PROMOTION,  AND  PRESCRIPTION 

9 SURVEYS 

10  “Sec.  504.  Patient  Information  Labeling. — 

11  (a)(1)  General  Requirement. — Each  person  who  manu- 

12  factures,  or  who  distributes  under  its  proprietary  name,  a 

13  prescription  or  a nonprescription  drug  shall  prepare,  in  com- 

14  pliance  with  paragraph  (2),  information  labeling  for  patients 

15  respecting  the  drug.  Each  such  person  shall  distribute  such 

16  labeling  to  accompany  the  drug.  Persons  who  dispense  the 

17  drug  shall  assure  that  patients  receive  such  labeling  when  the 

18  drug  is  dispensed  except  as  provided  in  paragraph  (4).  Each 

19  pharmacy  shall  make  available  to  patients,  in  a convenient 

20  place  and  in  an  accessible  format,  a book  containing  the  in- 

21  formation  labeling,  described  in  paragraph  (2),  for  the  one 

22  hundred  most  frequently  sold  prescription  drugs,  as  designat- 

23  ed  by  the  Secretary. 

24  “(2)  Contents  of  Information  Labeling. — Infor- 

25  mation  labeling  for  patients  respecting  a drug  shall  contain — 
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“(A)  a summary  of  the  benefits  and  risks  associat- 
ed with  the  use  of  such  drug; 

“(B)  adequate  directions  for  use,  including — 

“(i)  the  purposes  or  indications  for  which  the 
drug  is  intended, 

“(ii)  the  proper  method  of  administration  of 
the  drug, 

“(iii)  precautions  to  be  taken  during  the  use 
of  the  drug,  and  significant  side  effects  and  ad- 
verse reactions  that  may  result  from  the  use  of 
the  drug,  as  well  as  instructions  for  treating  or 
obtaining  treatment  for  side  effects  and  adverse 
reactions,  and 

“(iv)  warnings  against  unsafe  use  of  the 

drug; 

“(C)  information  concerning  the  proper  storage 
and  handling  Gf  the  drug;  and 

“(D)  any  other  information  that  the  Secretary  de- 
termines necessary  or  useful  to  inform  patients  about 
the  risks  and  benefits  associated  with  use  of  the  drug, 
promote  the  safe  and  effective  use  of  the  drug,  or  to 
protect  the  public  health  with  respect  to  the  use  of  the 
drug. 

“(3)  General  Requirements  for  All  Labeling: 
Prominence  of  Required  Statements. — Any  word, 
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1 statement,  or  other  information  required  under  this  subsec- 

2 tion  to  appear  on  any  labeling  for  a drug  shall  be  prominently 

3 and  conspicuously  placed  on  the  labeling  (compared  with 

4 other  words,  statements,  designs,  or  graphic  matter  in  the 

5 labeling)  and  in  terms  that  render  it  likely  to  be  read  and 

6 understood  by  the  ordinary  individual  who  would  reasonably 

7 be  expected  to  see  the  labeling. 

8 “(4)  Exceptions. — (A)  Information  labeling  required 

9 under  paragraph  (1)  may,  in  the  case  of  a prescription  drug, 

10  be  withheld  from  a patient  by  a practitioner,  or  by  a pharma- 

11  cist  pursuant  to  the  direction  of  a practitioner  only  if  the 

12  practitioner  determines  that  it  would  be  detrimental  to  the 

13  health  of  the  patient  to  receive  the  labeling. 

14  “(B)  Information  labeling  required  under  paragraph  (1) 

15  may,  in  the  case  of  a prescription  drug  dispensed  for  use  in  a 

16  hospital  or  other  health  or  residential  care  facility,  be  pro- 

17  vided  to  the  patient  in  a format  described  in  regulations  of 

18  the  Secretary. 

19  “(C)  Any  requirement  regarding  information  labeling 

20  which  is  imposed  under  this  subsection  need  not  be  fol- 

2 1 lowed — 

22  “(i)  in  a medical  emergency;  or 

23  “(ii)  by  a practitioner  when  the  drug  in  question  is 

14  being  immediately  administered  to  a patient  by  the 

15  practitioner. 
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1 “(5)  Consultations. — Prior  to  establishing  regula- 

2 tions  under  this  subsection,  the  Secretary  shall  consult  with 

3 representatives  of  patients,  practitioners,  pharmacists,  other 

4 health  care  providers,  health  educators,  manufacturers,  and 

5 other  interested  persons. 

6 “(b)  Posting  of  Prescription  Drug  Prices.  (1)  In 

7 General. — The  Secretary  may,  after  consultation  with  the 

8 Chairman  of  the  Federal  Trade  Commission,  require  each 

9 person  selling  drugs  at  retail  to  post,  in  the  form  and  manner 

10  set  forth  in  regulations,  the  retail  prices  of  those  prescription 

11  drugs  which  are  designated  by  the  Secretary,  including  the 

12  price  of  each  proprietary  version  thereof,  but  no  person  sell- 

13  ing  drugs  at  retail  shall  be  required  to  post  the  prices  of 

14  drugs  which  such  person  in  fact  does  not  dispense. 

15  “(2)  Premption. — No  State  or  political  subdivision  of 

16  a State  may  enact  or  enforce  any  law  or  regulation  which 

17  prohibits  or  burdens  the  truthful  posting  of  the  retail  prices  of 

18  prescription  drugs  as  required  under  paragraph  (1). 

19  “(c)  Practitioner  Information  Labeling. — Each 

20  person  who  manufactures,  or  who  distributes  under  its  pro- 

21  prietary  name,  a prescription  drug  shall  prepare  information 

22  labeling  for  practitioners  respecting  the  drug  and  shall  dis- 

23  tribute  such  labeling  to  accompany  the  drug.  Information  la- 

24  beling  for  practitioners  shall  contain  adequate  directions  for 

25  and  other  information  concerning  use  of  the  drug,  including 


18 


12 

1 information  regarding  indications,  clinical  pharmacology, 

2 dosage  and  administration,  contraindications  to  use,  warn- 

3 ings,  precautions,  and  side  effects,  so  as  to  permit  the  pre- 

4 scribing,  dispensing,  or  administration  of  the  drug  in  a 

5 manner  that  promotes  the  safe  and  effective  use  of  the  drug. 

6 “(d)  Federal  Drug  Index.  (1)  In  General. — The 

7 opportunity  to  prepare,  publish,  and  distribute  an  index  of  all 

8 prescription  drugs  and  revisions  thereof  in  accordance  with 

9 the  requirements  of  paragraphs  (2)  and  (3)  and  applicable 

10  regulations  established  by  the  Secretary  shall  be  afforded  by 

1 1 the  Secretary  to  private  organizations  for  a three-year  period 

12  following  the  date  of  enactment  of  the  Drug  Regulation 

13  Reform  Act  of  1979.  If  at  the  end  of  such  three-year  period 

14  the  Secretary  determines,  after  notice  and  an  opportunity  for 

15  an  informal  hearing,  that  an  index  and  revisions  thereof  have 

16  not  been  prepared,  published,  and  distributed  in  accordance 

17  with  the  requirements  of  paragraphs  (2)  and  (3)  and  applica- 

18  ble  regulations,  the  Secretary  shall  (either  directly  or,  if  prac- 

19  tical,  by  contract  with  a private,  independent  and  qualified 

20  organization)  ensure  that  an  index  of  all  prescription  drugs 

21  and  periodic  revisions  thereof  are  prepared  in  accordance 

22  with  the  provisions  of  paragraphs  (2)  and  (3),  are  published 

23  under  a distinct  and  suitable  name  i^n  a form  that  is  as  conve- 

24  nient,  readable,  and  practical  as  feasible  for  intended  use,  and 
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1 are  distributed  to  all  practitioners  in  the  United  States  and  to 

2 all  other  appropriate  recipients. 

3 “(2)  Contents. — Drugs  shall  be  arranged  in  the  index 

4 by  diagnostic  and  therapeutic  categories  and  within  each 

5 such  category  drugs  shall  be  listed  by  their  established 

6 names.  In  the  beginning  of  each  category  there  shall  be  a 

7 general  and  strictly  objective  discussion  of  the  nature  of  each 

8 of  the  drugs  listed  in  the  category.  The  index  shall  provide 

9 for  each  drug  listed  the  information  which  is  required  by  this 

10  Act  to  be  included  in  labeling  for  the  drug  under  section  502 

11  and  subsections  (a)  and  (c)  of  this  section.  The  index  may 

12  include  such  additional  relevant  information  that  the  Secre- 

13  tary  determines  would  promote  proper  use  of  drugs.  There 

14  shall  be  included  at  the  end  of  the  index  a listing  of  the  pro- 

15  prietary  names  of  drugs  which  are  available.  Such  listing 

16  shall  indicate  the  proprietary  names  of  drugs  which  the  Sec- 

17  retary  has  determined  to  be  therapeutically  equivalent  or 

18  nonequivalent  under  subsection  (f)(2). 

19  “(3)  Periodic  Revision. — Periodic  revision  of  the 

20  index  described  in  paragraph  (2)  shall  maintain  insofar  as 

21  practicable  the  currency  of  the  contents  of  the  index,  and 

22  shall  be  distributed  in  a timely  and  regular  manner  to  all 

23  practitioners  in  the  United  States  and  to  all  other  appropriate 

24  recipients. 
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1 “(e)  Notification  Regarding  Risks.  (1)  Authori- 

2 ty. — The  Secretary  may  by  order  require  that  adequate  noti- 

3 fication  regarding  a risk  posed  by  a drug  be  provided  to  all 

4 patients  using  the  drug,  to  all  practitioners  and  pharmacists 

5 who  prescribe  or  dispense  the  drug,  and  to  all  other  persons 

6 (including  manufacturers,  importers,  distributors,  retailers, 

7 and  the  general  public)  who  should  receive  notification  in 

8 order  to  eliminate  or  reduce  the  risk,  if  the  Secretary  deter- 

9 mines  that — 

10  “(A)  the  drug  presents  a substantial  risk  of  illness 

11  or  injury,  and 

12  “(B)  notification  under  this  section  is  an  effective 

v 

13  means  to  eliminate  or  reduce  the  risk. 

14  “(2)  Form  of  Notification. — An  order  under  this 

15  subsection  shall  require  that  notification  to  patients  be  pro- 

16  vided  initially  by  practitioners,  and  that  notification  to  others 

17  be  provided  in  an  appropriate  form  and  by  the  persons  and 

18  means  best  suited  to  eliminate  or  reduce  the  risk. 

19  “(3)  Consultation  Prior  to  Order. — Before  issu- 

20  ing  an  order  under  this  subsection,  the  Secretary  shall  con- 

21  suit  with  representatives  of  persons  who  may  be  required  to 

22  provide  the  notification. 

23  “(f)(1)  Education  Programs. — The  Secretary  may 

24  publish  materials,  and  otherwise  disseminate  information,  for 

25  the  public  .or  for  health  professionals,  regarding  the  safety, 
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1 effectiveness,  and  proper  use  of  drugs  and  related  matters 

2 that  will  contribute  to  public  and  professional  understanding 

3 of  the  risks  and  benefits  of  drugs,  help  avoid  deception  of 

4 patients,  or  otherwise  promote  the  public  health. 

5 “(2)(A)  The  Secretary  shall,  after  providing  notice  to 

6 interested  parties  and  affording  an  opportunity  for  an  infor- 

7 mal  hearing,  determine  which  prescription  drugs  that  meet 

8 the  same  standards  of  identity,  strength,  quality,  purity,  sta- 

9 bility,  and  bioavailability  are  therapeutically  equivalent  or 

10  nonequivalent. 

11  “(B)  The  Secretary  shall  prepare,  revise  annually,  and 

12  distribute  annually  to  practitioners,  pharmacists,  other  health 

13  professionals,  consumer  organizations,  manufacturers,  and 

14  other  interested  individuals  and  groups,  a listing  of  the  names 

15  of  prescription  drugs  which  the  Secretary  has  determined  to 

16  be  therapeutically  equivalent  or  nonequivalent. 

17  “(g)  Requirements  for  Promotion  Labeling  for 

18  Prescription  Drugs.  (1)  Required  Contents. — For 

19  any  prescription  drug,  promotion  labeling  (whether  written, 

20  printed,  graphic,  or  involving  audio,  visual,  or  audiovisual 

2 1 communication)  issued  by  or  on  behalf  of  the  manufacturer  of 

22  the  drug,  or  any  other  person  under  whose  proprietary  name 

23  the  drug  is  being  distributed,  shall  contain — 

24  “(A)  an  accurate  summary  of  information  relating 

25  to  the  uses,  types  of  dosage  forms,  side  effects,  contra- 
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1 indications,  and  effectiveness  of  the  drug  in  a manner 

2 to  assure  an  adequate  and  balanced  presentation  of  the 

3 information,  and 

4 “(B)  any  other  information  relating  to  the  use  of 

5 the  drug  that  the  Secretary  determines,  by  regulation, 

6 necessary  or  desirable  to  assure  an  adequate  and  bal- 

7 anced  presentation  of  the  benefits  and  risks  of  the 

8 drug. 

9 “(2)  Prohibited  Materials. — (A)  For  any  prescrip- 

10  tion  drug,  no  promotion  labeling  issued  by  or  on  behalf  of  the 

11  manufacturer  of  the  drug,  or  any  other  person  under  whose 

12  proprietary  name  the  drug  is  being  distributed,  shall  contain 

13  indications  for  use  or  dosage  recommendations  for  which  the 

14  drug  has  not  been  found  to  be  safe  and  effective  by  the  Secre- 

15  tary. 

16  “(B)  For  any  prescription  drug,  no  promotion  labeling 

17  issued  by  or  on  behalf  of  the  manufacturer  of  the  drug,  or  any 

18  other  person  under  whose  proprietary  name  the  drug  is  being 

19  distributed,  shall  contain  comparisons  with  other  drugs  that 

20  represent  or  suggest  that  a drug  is  safer  or  more  effective 

21  than  another  drug  in  some  particular  when  such  drug  has  not 

22  been  demonstrated  by  such  manufacturer  or  such  other 

23  person  to  be  safer  or  more  effective  in  such  particular  by 

24  substantial  evidence.  In  any  proceeding  regarding  an  alleged 

25  violation  of  this  paragraph,  the  alleged  violator  shall  have  the 
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1 burden  of  proof,  including  the  burden  of  going  forward  with 

2 the  evidence  and  the  burden  of  persuasion,  with  respect  to 

3 such  demonstration. 

4 “(3)  Review  of  Promotion  Labeling. — (A)  The 

5 Secretary  may  require  that  promotion  labeling  for  a prescrip- 

6 tion  drug  to  be  disseminated  by  or  on  behalf  of  the  manufac- 

7 turer  of  the  drug,  or  any  other  person  under  whose  propri- 

8 etary  name  the  drug  is  being  distributed,  be  submitted  by 

9 such  manufacturer  or  such  other  person  to  and  approved  by 

10  the  Secretary  prior  to  its  dissemination — 

11  “(i)  during  the  ninety-day  period  beginning  with 

12  the  date  on  which  the  drug  is  first  promoted; 

13  “(ii)  during  a period  not  to  exceed  one  year  fol- 

i 

14  lowing  the  date  on  which  the  Secretary  determines, 

15  after  notice  and  an  opportunity  for  an  informal  hearing, 

16  that  other  promotion  labeling  for  the  drug  violated  the 

17  requirements  of  this  subsection;  and 

18  “(in)  at  any  time  for  a drug  that  is  scheduled 

19  under  the  Controlled  Substances  Act. 

20  “(B)  Within  thirty  days  after  the  date  that  proposed 

21  promotional  labeling  is  received  by  the  Secretary  for  approv- 

22  al  under  subparagraph  (A),  the  Secretary  shall  either  approve 

23  the  promotional  labeling  as  meeting  applicable  requirements 

24  under  section  502  and  this  subsection  or  notify  the  person 

25  submitting  the  promotional  labeling  of  the  reasons  for  disap- 
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1 proval.  If  no  approval  or  notification  of  disapproval  is  given 

2 within  thirty  days,  the  promotional  labeling  shall  be  deemed 

3 approved. 

4 “(C)  If  notification  of  disapproval  is  given  under  subpar- 

5 agraph  (B),  the  promotional  labeling  shall  not  be  disseminat- 

6 ed  and  the  person  submitting  such  disapproved  labeling  shall 

7 be  afforded  the  opportunity  for  an  informal  hearing. 

8 “(4)  Exemption  foe  Peice  Infoemation. — Para- 

9 graphs  (1),  (2),  and  (3)  of  this  subsection  shall  not  apply  to 

10  promotion  labeling  that  conveys  only  information  related  to 

1 1 prices  for  prescription  drugs,  including  information  related  to 

12  the  availability  of,  and  comparative  prices  for,  two  or  more 

13  versions  of  the  same  drug. 

14  “(5)  Exemption  Feom  Fedeeal  Teade  Commis- 

15  Sion  Act. — No  promotion  labeling  subject  to  this  subsection 

16  shall,  with  respect  to  the  matters  required  under  this  section, 

17  be  subject  to  the  provisions  of  sections  12  through  17  of  the 

18  Federal  Trade  Commission  Act  (15  U.S.C.  41). 

19  “(6)  Definition. — For  the  purposes  of  this  subsection, 

20  the  term  ‘promotion  labeling’  means  any  written,  printed, 

21  graphic,  or  other  reproduced  matter  (including  audio,  visual, 

22  or  audiovisual  communication),  the  primary  effect  or  purpose 

23  of  which  is  to  encourage  persons  to  prescribe,  dispense,  or 

24  purchase  a particular  prescription  drug. 
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“(h)  Corrective  Promotion  Labeling. — If,  after 
notice  and  an  opportunity  for  an  informal  hearing,  the  Secre- 
tary determines  that  promotion  labeling  for  a prescription 
drug  violates  the  requirements  of  subsection  (g)  because  of 
any  incomplete,  false,  or  misleading  statement,  the  Secretary 
may  require  that  adequate  notification  of  complete  and  accu- 
rate information  regarding  such  drug  be  provided  to  persons 
who  are  likely  to  have  read,  seen,  or  heard,  the  promotion 
labeling  found  to  be  in  violation. 

“(i)  Drug  Promotion  Requirements.  (1)  Gifts.— 
(A)  Except  as  provided  in  subparagraph  (B),  no  person  who 
manufactures  or  distributes  (whether  or  not  under  its  propri- 
etary name)  a prescription  drug,  and  no  other  person  acting 
on  behalf  of  such  manufacturer  or  distributor,  may  directly  or 
indirectly  provide  (or  cause  to  be  provided)  any  service  for,  or 
transfer  (or  cause  to  be  transferred)  any  property  (real  or 
personal),  including  money,  to — 

“(i)  any  practitioner,  nurse,  pharmacist,  or  other 
individual  engaged  in  the  delivery  of  health  care, 

“(ii)  any  student  in  a school  of  medicine,  osteop- 
athy, dentistry,  nursing,  or  pharmacy, 

“(iii)  any  member  of  the  immediate  family  of  an 
individual  described  in  clause  (i)  or  (ii),  or 
“(iv)  any  other  person, 
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if  the  fair  market  value  of  such  service  or  property,  at  the 
time  the  service  was  provided  or  the  property  transferred,  is 
more  than  $5  and  such  service  was  provided  or  such  property 
was  transferred  (or  caused  to  be  provided  or  transferred)  with 
the  intent  to  influence  any  person  to  purchase,  prescribe,  or 
dispense  one  or  more  particular  drugs.  In  any  proceeding  re- 
garding an  alleged  violation  of  clauses  (i),  (ii),  or  (iii)  intent  to 
influence  shall  be  presumed  and  may  be  rebutted. 

“(B)  Subparagraph  (A)  shall  not  apply  to — 

“(i)  the  provision  of  any  service  or  transfer  of  any 
property  which  is  intended  to  encourage  the  general 
public  or  pharmacies  to  purchase  a particular  nonpre- 
scription drug; 

“(ii)  the  transfer  of  any  medical,  scientific,  or  edu- 
cational materials  (limited  to  written,  audiovisual,  or 
graphic  material  and  demonstration  models)  which — 

“(I)  inform  practitioners  about  the  proper 
uses  of  classes  of  drugs; 

“(II)  instruct  patients  in  the  proper  uses  of 
classes  of  drugs;  or 

“(III)  inform  patients  about  the  risks  and 
benefits  associated  with  the  use  of  classes  of 
drugs; 

“(iii)  the  provision  of  medical,  scientific,  or  educa- 
tional seminars  or  lectures  which  directly  relate  to  in- 
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1 forming  practitioners  about  the  proper  uses  of  classes 

2 of  drugs,  except  that  subparagraph  (A)  shall  apply  to 

3 the  cost  of  transportation,  lodging,  and  meals  for  a 

4 practitioner  who  attends  such  seminars  or  lectures  and 

5 who  is  not  primarily  involved  in  conducting  the  semi- 

6 nars  or  lectures;  and 

7 “(iv)  the  distribution  of  a drug  in  compliance  with 

8 paragraph  (2)(B). 

9 “(2)  Free  Drug  Products. — (A)  Except  as  provided 

10  in  subparagraph  (B),  no  person  who  manufactures  or 

11  distributes  (whether  or  not  under  its  proprietary  name)  a 

12  prescription  drug,  and  no  other  person  acting  on  behalf  of 

13  such  manufacturer  or  distributor,  may  distribute  a prescrip- 

14  tion  drug  without  charge  (or  at  a charge  below  the  fair 

15  market  value  of  such  drug)  to  any  person,  either  by  direct 

16  distribution  of  the  drug  or  by  other  means  by  which  the  drug 

17  becomes  available  to  any  person  without  charge  (or  at  a 

18  charge  below  the  fair  market  value  of  such  drug). 

19  “(B)  Nothing  in  subparagraph  (A)  shall  be  construed  to 

20  prohibit  the  distribution  of  a prescription  drug — 

21  “(i)  at  a discount  if  such  discount  is  otherwise 

22  permitted  by  law  in  the  sale  of  drugs;  - -•* 

23  ..  .“(ii)  at  less  than  the  fair  market  value- at  the  time 

24  of  distribution — - ' 
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“(I)  to  a person  for  use  in  an  investigation 
authorized  or  required  by  this  chapter; 

“(II)  to  a patient  by  a pharmacist  in 
response  to  a written  and  signed  request  by  a 
practitioner  that  the  drug  be  so  distributed  and 
which  designates  the  quantity  of  the  drug  to  be 
distributed; 

“(HE)  to  a practitioner  in  response  to  a writ- 
ten, signed  and  mailed  request  by  the  practitioner 
for  the  drug  which  designates  the  quantity  of  the 
drug  requested; 

“(IV)  to  a charitable  organization,  in  accord- 
ance with  regulations  promulgated  by  the 
Secretary; 

“(V)  to  an  agency  of  the  Federal  Govern- 
ment, or  a government  of  any  State  or  political 
subdivision  of  a State,  for  regulatory  or  enforce- 
ment purposes; 

“(VI)  to  an  agency  of  a government  of  a for- 
eign country,  or  of  the  United  Nations;  or 

“(VII)  in  an  emergency  situation  as  deter- 
mined by  the  Secretary. 

“(3)  Sponsorship  of  Educational  Activities. — A 


24  person  who  manufactures  a prescription  drug,  or  under 

25  whose  proprietary^ name  the  drug  is  being  distributed,  or  any 
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1 person  acting  on  behalf  of  such  a manufacturer  or  distributor, 

2 may  transfer  medical,  scientific,  or  educational  materials 

3 under  the  conditions  of  paragraph  (l)(B)(i),  or  provide  medi- 

4 cal,  scientific,  or  educational  seminars  and  lectures  under  the 

5 conditions  of  paragraph  (l)(B)(ii),  only  if,  in  accordance  with 

6 regulations  promulgated  by  the  Secretary,  it  is  disclosed  to 

7 those  who  receive  such  materials  or  participate  in  such  semi- 

8 nars  or  lectures  that  the  materials  are  being  transferred  or 

9 the  seminars  or  lectures  are  being  provided  by  or  on  behalf  of 

10  the  manufacturer  or  distributor  of  such  drug. 

11  “(j)  Restbictions  on  Subveys  of  Peesceiptions. 

12  (1)  Geneeal  Rule. — No  pharmacist  or  agent  or  employee 

13  of  a pharmacy  may  disclose  or  otherwise  make  available  any 

14  prescription  information  to  any  person  except — 

15  “(A)  the  practitioner  who  issued  the  prescription; 

16  “(B)  the  patient  for  whom  the  prescription  was 

17  issued,  or  to  the  agent  of  such  patient; 

18  “(C)  another  pharmacist  for  the  purpose  of  filling 

19  or  refilling  the  prescription; 

20  “(D)  an  officer  or  employee  of  the  United  States 

21  or  any  State  who  is  acting  under  authority  of  law,  but 

22  only  if  the  prescription  information  is  disclosed  or  made 

23  available  to  such  officer  or  employee  for  the  perform- 

24  ance  of  official  business; 
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“(E)  a person  for  the  purpose  of  verifying  an  enti- 
tlement to  payment  for  the  drug  which  was  the  subject 
of  such  prescription,  but  only  if  the  individual  for 
whom  the  prescription  was  issued  has  consented  (in 
such  form  and  manner  as  the  Secretary  shall  by  regu- 
lation specify)  to  the  disclosure  or  making  available  of 
the  prescription  information; 

“(F)  pursuant  to  a lawful  order  of  a court;  or 
“(G)  a person  who,  in  accordance  with  regulations 
promulgated  by  the  Secretary,  has  demonstrated  to  the 
Secretary  an  appropriate  research  purpose  and  thereby 
is  authorized  in  writing  by  the  Secretary  to  receive  the 
prescription  information,  but  only  if  such  person  does 
not  copy  or  otherwise  remove  from  the  prescription 
information  any  individually  identifiable  personal  data. 
“(2)  Subsequent  Disclosures. — Notwithstanding 
any  other  provision  of  law,  individually  identifiable  personal 
data  which  is  disclosed  or  otherwise  made  available  to  a 
person  in  accordance  with  paragraph  (1),  may  not  be  further 
disclosed  or  otherwise  made  available  by  any  person  receiv- 
ing such  information  except  that — 

“(A)  a practitioner  may  disclose  or  otherwise 
make  available  any  individually  identifiable  personal 
information  of  the  patient  for  whom  such  prescription 
was  issued  with  the  consent  of  such  individual; 
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“(B)  an  officer  or  employee  described  in  subpara- 
graph (D)  of  paragraph  (1)  may  disclose  or  otherwise 
make  such  information  available  in  the  performance  of 
official  duties;  and 

“(C)  a person  described  in  subparagraph  (E)  of 
paragraph  (1)  may  disclose  or  otherwise  make  such 
information  available  for  the  purposes  for  which  it  was 
originally  received. 

“(3)  Prohibition  Against  Obtaining  Protected 
Information. — No  manufacturer  or  distributor  (whether  or 
not  under  its  proprietary  name)  of  a drug,  and  no  person 
acting  on  behalf  of  such  manufacturer  or  distributor,  may 
obtain  or  attempt  to  obtain  any  prescription  information 
which  under  paragraph  (1)  may  not  be  disclosed  or  otherwise 
made  available  to  such  person. 

“(4)  Definitions. — For  purposes  of  this  subsection  the 
term — 

“(A)  ‘prescription  information’  means  information 
contained  in  (i)  any  written  prescription,  and  (ii)  writ- 
ten evidence  of  any  oral  prescription;  and 

“(B)  ‘individually  identifiable  personal  data’  means 
any  information  or  data  contained  in  prescription  infor- 
mation which  is  (i)  an  individual’s  name,  or  (ii)  a code, 
number,  or  other  descriptive  data  which  with  reason- 
able certainty  could  identify  the  individual. 
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1 “(k)  Requirements  for  Detailing  of  Drugs. — 

2 Each  employee  or  agent  of  a person  who  manufacturers,  or 

3 who  distributes  under  its  proprietary  name,  a prescription 

4 drug,  and  other  person  acting  on  behalf  of  such  manufacturer 

5 or  distributor,  shall,  when  promoting  or  otherwise  giving 

6 information  respecting  such  drug  in  a personal  visit  to  a prac- 

7 titioner,  provide  the  practitioner  with  the  information  labeling 

8 described  in  subsection  (c). 

9 “(1)  No  provision  of  this  section  which  relates  to  labeling 

10  shall  be  construed  to  alter  the  provisions  of  existing  law  gov- 

1 1 erning  the  tort  liability  of  any  person. 

12  “(m)  In  the  case  of  any  prescription  drug  which  the  Sec- 

13  retary  determines  may  be  widely  used  by  specific  segments  of 

14  the  population,  including  children,  pregnant  women,  or  the 

15  elderly,  the  labeling  for  or  description  of  the  drug  required 

16  under  subsections  (a),  (c),  (d),  (g),  and  (h)  shall  state  promi- 

17  nently  whether  the  drug  has  or  has  not  been  tested  in  such 

18  segments  of  the  population.”. 

19  Sec.  118.  Section  505(a)  is  amended  to  read  as  follows: 

20  “Sec.  505.  (a)  No  person  shall  introduce  or  deliver  for 

2 1 introduction  into  interstate  commerce  any  drug  intended  for 

22  use  by  humans,  except  a nonprescription  drug  found  to  be 

23  safe  and  effective  by  the  Food  and  Drug  Administration  pur- 

1 „ 

24  suant  to  regulation  prior  to  the  date  thirty  months  after  the 

25  date  of  enactment  of  the  Drug  Regulation  Reform  Act  of 
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1 1979,  unless  that  person  has  filed  an  application  pursuant  to 

2 subsection  (b)  and  the  application  is  effective  with  respect  to 

3 such  drug.”. 

4 Sec.  119.  Section  505(b)  is  amended  by — 

5 (1)  striking  “and”  at  the  end  of  paragraph  (5), 

6 (2)  striking  the  period  at  the  end  of  paragraph  (6) 

7 and  substituting  and  ”,  and 

8 (3)  adding  at  the  end  thereof  the  following: 

9 “(7)  a summary  of  the  data,  scientific  methodolo- 

10  gy  and  other  information  derived  from  all  investiga- 

11  tions  that  have  been  conducted  to  assess  the  risks  of 

12  the  drug  and  evaluate  its  effectiveness  and  which  de- 

13  scribes  the  basis  of  the  conclusion  of  the  applicant  that 

14  the  drug  is  safe  and  effective,  and  which  complies  with 

i 

15  regulations  regarding  form  and  content  which  the  Sec- 

16  retary  shall  issue.”. 

17  Sec.  120.  Section  505(c)  is  amended  to  read  as  follows: 

18  “(c)  Upon  the  filing  of  an  application  under  subsection 

19  (b),  the  Secretary  shall  publish  a notice  in  the  Federal  Kegis- 

20  ter  stating  that  the  application  has  been  filed  and  that  the 

21  public  may  inspect  and  copy  those  portions  of  the  application 

22  described  in  subsections  (b)  (2),  (3),  (6),  and  (7).  Thereafter, 

23  any  person  may  submit  written  comments  regarding  the  ap- 

24  plication.  Any  person  may  request  that  the  Secretary  hold 

25  the  hearing  described  in  paragraph  (2).  Within  one  hundred 
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1 eighty  days  after  the  filing  of  an  application  under  this  sub- 

2 section,  or  such  additional  period  as  may  be  agreed  upon  by 

3 the  Secretary  and  the  applicant,  the  Secretary  shall  either — 

4 “(1)  approve  the  application  if  he  finds  that  no 

5 grounds  exist  for  holding  a hearing  under  paragraph  (2) 

6 and  that  none  of  the  grounds  for  denying  approval 

7 specified  in  subsection  (d)  applies;  or 

8 “(2)  if  he  finds  that  the  additional  evidence  that 

9 would  be  adduced  at  a hearing  would  contribute  sub- 

10  stantially  to  a determination  of  whether  one  or  more  of 

11  the  grounds  specified  in  subsection  (d)  apply,  give  the 

12  applicant  and,  by  publication  in  the  Federal  Register, 

13  other  interested  parties  notice  of  an  opportunity  for  a 

14  hearing  before  the  Secretary  under  subsection  (d)  on 

15  the  question  of  whether  such  application  is  approvable. 

16  If  the  applicant  or  another  interested  party  elects  to 

17  accept  the  opportunity  for  a hearing  by  written  request 

18  within  thirty  days  after  such  notice,  such  hearing  shall 

19  commence  not  more  than  ninety  days  after  the  expira- 

20  tion  of  such  thirty  days.  The  applicant  and  other  inter- 

21  ested  parties  may  participate  in  the  hearing.  Any  such 

22  hearing  shall  thereafter  be  conducted  on  an  expedited 

23  basis  and  the  Secretary’s  order  thereon  shall  be  issued 

24  within  one  hundred  and  twenty  days  after  the  close  of 

25  the  hearing. 
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1 In  approving  an  application  under  paragraph  (1),  or  issuing 

2 any  order  under  paragraph  (2)  the  Secretary  shall  set  forth  in 

3 writing,  and  make  available,  the  evidence  and  the  analysis  of 

4 risks  and  benefits  upon  which  the  Secretary  has  based  con- 

5 elusions  with  regard  to  safety  and  effectiveness.”. 

6 Sec.  121.  Section  505(d)(3)  is  amended  by  striking 

7 “and  purity”  and  substituting  “purity,  stability,  and  bioavail- 

8 ability”. 

9 Sec.  122.  Section  505(e)  is  amended  by  striking  “immi- 

10  nent  hazard  to  the  public  health”  and  substituting  “unreason- 

11  able  risk  of  illness  or  injury  to  any  segment  of  the  popula- 

12  tion”. 

13  Sec.  123.  Section  505(e)  is  amended  by  striking  “and 

14  purity”  and  substituting  “purity,  stability,  and  bioavail- 

15  ability”. 

16  Sec.  124.  The  sentence  preceding  the  last  sentence  of 

17  section  505(e)(3)  is  amended  by — 

18  (1)  striking  “or”  before  “(3)”,  and 

19  (2)  striking  the  period  at  the  end  of  the  sentence, 

20  and  substituting  “;  or  (4)  that  the  applicant  has  failed 

21  to  comply  with  a requirement  imposed  under  section 

22  506.”. 

23  Sec.  125.  Section  505(i)  is  amended  by — 

24  (1)  inserting  “(1)”  after  “(i)”; 
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(2;  redesignating  paragraph  “(1)”  as  subparagraph 
“(A)”;  and  ' 

(3)  striking  all  after  subparagraph  (A)  (as  redesig- 
nated by  this  section)  and  substituting  the  following: 
“(B)  the  manufacturer  or  the  sponsor  of  the  inves- 
tigation— 

“(i)  obtaining  from  each  clinical  investigator 
a signed  agreement  that  patients  to  whom  the 
drug  will  be  administered  will  be  under  the  per- 
sonal supervision  of  such  investigator,  or  under 
the  supervision  of  investigators  responsible  to 
such  investigator,  and  that  such  investigator  will 
not  supply  the  drug  to  any  other  investigator  or 
to  clinics  for  administration  to  human  beings; 

“(ii)  requiring  that  experts  using  the  drug  for 
investigational  purposes — 

“(I)  will  inform  all  human  beings  to 
whom  such  drug  is  administered,  and  all  con- 
trols used  in  connection  therewith,  or  their 
representatives,  of  the  fact  that  the  drug  is 
being  used  for  investigational  purposes  of  the 
benefits  and  risks  which  appear  to  be  associ- 
ated with  use  of  the  drug,  and  of  such  other 
matters  as  the  Secretary  finds  necessary  to 
the  giving  of  informed  consent;  and 
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“(II)  will  obtain  the  voluntary  consent, 
in  writing,  of  all  such  human  beings,  or  their 
representatives. 

Such  informed  consent  need  not  he  obtained  if, 
before  use  of  a drug,  an  investigator  and  a practi- 
tioner who  is  not  participating  in  the  investigation 
both  determine  in  writing  that  an  individual  is 
confronted  by  an  imminent  life-threatening  situa- 
tion necessitating  use  of  the  drug,  that  informed 
and  voluntary  consent  cannot  be  obtained  from 
the  individual  because  of  the  incapacity  of  the  in- 
dividual, and  that  time  is  not  sufficient  to  obtain 
consent  from  the  individual's  legal  representative; 
but  in  the  event  the  investigator  making  these  de- 
terminations further  determines  that  preservation 
of  the  life  of  the  individual  requires  immediate  use 
of  the  drug  and  time  is  not  sufficient  to  obtain  the 
concurring  determinations  of  a practitioner  not 
participating  in  the  investigation,  the  determina- 
tions made  by  the  investigator  shall  subsequently 
be  reviewed  and  evaluated  in  writing  by  an  inde- 
pendent practitioner; 

“(iii)  complying  with,  and  requiring  all  inves- 
tigators and  other  persons  involved  in  an  investi- 
gation to  comply  with,  procedures  which— 


1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 


38 


32 

“(I)  protect  the  health  and  rights  of 
human  beings  participating  in  an  investiga- 
tion, 

“(II)  protect  the  privacy  of  human  par- 
ticipants, including  the  confidentiality  of  par- 
ticipant records,  and 

“(IH)  assure  the  accuracy  and  reliabil- 
ity of  information  derived  from  an  investiga- 
tion, 

but,  consistent  with  these  objectives,  no  regula- 
tion shall  prescribe  the  protocols  and  methods  to 
be  used  in  any  investigation  or  impinge  upon  the 
recordkeeping  and  reportmaking  requirements  im- 
posed pursuant  to  clause  (iv); 

“(iv)  establishing  and  maintaining  such  rec- 
ords, requiring  all  investigators  and  other  persons 
involved  in  any  investigation  to  establish  and 
maintain  such  records,  and  making  such  reports 
as  the  Secretary  finds  necessary  to  evaluate  the 
safety  and  effectiveness  of  the  drug;  and 

“(v)  assuring  that  the  drug  under  investiga- 
tion will  not  be  promoted  or  commercialized. 

“(2)  Drug  Investigation  Advice. — Any  person  who 
intends  to  investigate  or  is  investigating  a drug  may  request 
that  the  Secretary  provide  advice  regarding^ 
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1 “(A)  the  overall  plan  for  investigating  the  drug; 

2 “(B)  specific  protocols  or  methods  to  be  used  in 

3 one  or  more  investigations  of  the  drug; 

4 “(C)  the  results  of  one  or  more  completed  investi- 

5 gations  of  the  drug;  and 

6 “(D)  the  potential  acceptability  of  information  that 

7 may  be  submitted. 

8 In  response  to  such  a request,  the  Secretary  shall  provide 

9 advice  in  writing. 

10  “(3)  Drug  Investigation  Guidelines.— (A)  The 

11  Secretary  shall  issue  written  guidelines  regarding  protocols 

12  and  methods  for  conducting  drug  investigations.  The  Secre- 

13  tary  may,  upon  reevaluation  of  the  information  upon  which  a 

14  guideline  is  based,  or  in  light  of  new  information,  amend  or 

15  revoke  any  guideline.  In  the  event  the  Secretary  amends  or 

16  revokes  any  guideline,  the  Secretary  shall  promptly  notify 

17  any  person  the  Secretary  knows,  or  has  reason  to  believe, 

18  may  be  relying  thereon. 

19  “(B)  When  in  effect  guidelines  shall  represent  the 

20  formal  position  of  the  Secretary  regarding  protocols  and 

21  methods;  such  guidelines  may  he  relied  upon  by  any  person 

22  and  shall  be  adhered  to  by  the  Secretary.  If  a person  follows 

23  a protocol  or  method  in  conformity  with  a guideline,  and  the 

24  Secretary  subsequently  amends  or  revokes  such  guideline 

25  pursuant  to  subparagraph  (A),  the  Secretary  shall  accept 
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1 such  protocol  or  method  in  that  case  unless  he  determines 

2 that  acceptance  thereof  would  be  contrary  to  the  public 

3 health. 

4 “(C)  Notwithstanding  subparagraphs  (A)  and  (B),  a 

5 person  is  not  required  to  follow  any  guideline  in  conducting 

6 drug  investigations,  and  may  choose  to  use  different  protocols 

7 or  methods  with  or  without  consulting  the  Secretary. 

8 “(4)  Informal  Procedure  for  Resolution  of 

9 Scientific  Disputes. — The  Secretary  shall  establish  infor- 

10  mal  and  expeditious  procedures  for  the  review  and,  if  possi- 

11  ble,  resolution  of  disagreements  arising  during  the  course  of  a 

12  drug  investigation.”. 

13  Sec.  126.  Section  505(i)  is  amended  by  adding  the  fol- 

14  lowing  paragraph: 

15  “(5)  Notwithstanding  any  other  provision  of  this  section, 

16  the  Secretary  shall  promulgate  regulations  for  exempting  the 

v 

17  administration  of  a drug  to  a small  number  of  patients  who 

18  have  a serious  disease,  injury,  or  other  health  condition;  for 

19  whom  there  is  no  adequate  alternative  method  of  diagnosis, 

20  cure,  mitigation,  treatment,  or  prevention;  and  who  will  not 

21  be  subjected  to  an  unreasonable  risk  of  illness  or  injury  by 

22  the  drug..  Such  regulations  shall — 

23  “(A)  provide  that  all  patients,  or  their  representa- 

24  tives,  give  informed  and  voluntary  consent  in  writing 

25  before  the  drug  is  administered; 
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1 “(B)  protect  the  privacy  of  patients,  including  the 

2 confidentiality  of  patient  records; 

3 “(C)  require  that  patients  be  under  the  personal 

4 supervision  of  the  practitioner  who  requests  the  exemp- 

5 tion;  and 

6 “(D)  require  that  the  practitioner  requesting  the 

7 exemption  establishes  and  maintains  records,  and 

8 makes  reports  to  the  Secretary,  in  such  form  as  the 

9 Secretary  designates. 

10  No  such  exemption  shall  remain  in  effect  longer  than  three 

11  years,  but  further  exemptions  may  be  granted  by  the 

12  Secretary.”. 

13  Sec.  127.  Section  505  is  amended  by  adding  at  the  end 

14  thereof  the  following  new  subsections: 

15  “(o)  As  used  in  this  section,  the  term  ‘safe’  means  that 

16  the  health  benefits  of  the  drug  clearly  outweigh  the  risks  pre- 

17  sented  by  the  drug,  taking  into  account  the  standards,  re- 

18  quirements,  and  conditions  applicable  to  the  drug  under  this 

19  section  and  chapter.  In  determining  whether ' a drug  is  safe, 

20  the  Commissioner  shall  consider,  among  other  things,  the  fol- 

21  lowing: 

22  “(1)  The  health  benefits  of  the  drug  and  their  sig- 

23  nificance  including — 

24  “(A)  the  effects  on  the  health  of  patients, 
and  the  frequency  and  magnitude  of  these  effects, 
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that  are  associated  with  the  effectiveness  of  the 
drug  when  such  patients  use  the  drug  under  the 
conditions  of  use  set  forth  in  the  labeling  for  the 
drug; 

“(B)  the  acceptability  to  patients  of  the  drug 
due  to  the  convenience  of  the  dosage  forms,  the 
frequency  and  severity  of  adverse  effects,  or  relat- 
ed factors;  and 

“(C)  the  effects  on  the  public  health  that  are 
associated  with  the  effectiveness  of  the  drug  when 
used  under  the  conditions  of  use  set  forth  in  the 
labeling  for  the  drug. 

“(2)  The  risks  presented  by  the  drug  and  the  sig- 
nificance of  such  risks  including — 

“(A)  the  adverse  effects  upon  the  health  of 
patients,  medical  personnel,  and  the  public,  and 
the  frequency  and  severity  of  these  effects,  that 
are  associated  with  the  use  of  the  drug  under  the 
conditions  of  use  set  forth  in  the  labeling  for  the 
drug; 

“(B)  the  adverse  effects  upon  the  health  of 
patients,  medical  personnel,  and  the  public  implied 
by  animal  investigations  or  other  scientific  infor- 
mation, including  information  regarding  chemical- 
ly or  pharmacologically  related  rugs;  and 
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1 “(C)  the  adverse  effects  upon  the  health  of 

2 individuals,  and  upon  the  public  health,  that  are 

3 associated  with  use  of  the  drug  under  conditions 

4 which  are  not  set  forth  in  the  labeling  for  the 

5 drug  but  which  are  known  or  can  reasonably  be 

6 expected  to  occur,  including  intentional  abuse  of 

7 the  drug  and  use  of  the  drug  for  therapeutic  pur- 

8 poses  or  in  patient  populations  not  described  in 

9 such  labeling. 

10  “(3)  The  benefits  and  risks  associated  with  other 

11  forms  of  therapy,  including  drug  therapy,  that  are 

12  e.  available  for  the  population  of  patients  for  whom  the 

13  drug  is  intended. 

14  “(4)  The  adequacy  of  the  information  labeling  for 

15  the  drug  in  reasonably  assuring  its  appropriate  use. 

16  “(5)  The  adequacy  of  the  standards,  requirements, 

17  and  conditions  applicable  to  the  drug  under  this  section 

18  and  chapter  in  reasonably  assuring  its  appropriate  use. 

19  “(p)  As  used  in  this  section,  the  term  ‘effective’  means 

20  that  a drug,  when  used  in  accordance  with  the  conditions  of 

21  use  set  forth  in  the  labeling  for  the  drug,  will  have  the  effect 

22  it  is  represented  in  such  labeling  to  have  in  the  diagnosis^ 

23  cure,  mitigation,  treatment,  or  prevention  of  a disease  or 

24  other  condition  affecting  health.  ir 
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“(q)(l)  If  the  Secretary  determines  pursuant  to  subsec- 
ton  (c)  (1)  or  (2)  that — 

“(A)  no  grounds  exist  for  denying  approval  of  an 
application  under  subsection  (d)  (1),  (2),  (3),  (4),  or  (6), 
but  grounds  do  exist  for  denying  approval  of  an  appli- 
cation under  subsection  (d)(5); 

“(B)  the  applicant  has  shown  that — 

“(i)  the  drug  is  intended  to  be  used  in  the  di- 
agnosis, cure,  mitigation,  treatment  or  prevention 
of  a disease,  injury,  or  other  condition  affecting 

the  health  of  a human  which  is  life-threatening  or 

* 

severely  debilitating  or  disabling  in  a significant 
portion  of  the  patient  population  affected  by  that 
disease,  injury,  or  condition,  and 

“(ii)  with  respect  to  such  disease,  injury,  or 
condition — 

“(I)  no  other  effective  method  of  diag- 
nosis, cure,  mitigation,  treatment  or  preven- 
tion exists,  or 

“(II)  compared  to  alternative  methods 
of  diagnosis,  cure,  mitigation,  treatment,  or 
prevention,  the  drug  offers  a major  advan- 
tage to  patients  because  use  of  the  drug  will 
significantly  reduce  risks  to  health,  or  pro- 
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1 vide  significantly  greater  effectiveness,  or 

2 both; 

3 “(C)  the  applicant  has  shown  that  dela/ying  ap- 

4 proval  of  the  application  until  adequate  and  well-con- 

5 trolled  clinical  investigations  (as  described  in  subsection 

6 (d))  are  completed  would  present  significantly  greater 

7 risks  to  patients  affected  by  the  disease,  injury,  or  con- 

8 dition  in  question  than  would  approving  the  application 

9 without  those  investigations;  and 

10  “(D)  there  is  significant  evidence,  as  defined  in 

11  paragraph  (2),  that  the  drug  is  effective; 

12  then  the  Secretary  shall  approve  the  application,  but  the  drug 

13  shall  be  subject  to  the  restrictions  described  in  paragraph  (3), 

14  the  applicant  shall  be  subject  to  the  requirements  described  in 

15  paragraph  (4),  and  approval  of  the  application  shall  expire  , 

16  (but  may  be  renewed)  pursuant  to  the  provisions  of  paragraph 

17  (5). 

18  “(2)  The  term  ‘significant  evidence'  means  evidence 

19  consisting  of  valid  and  meaningful  scientific  investigations, 

20  including  investigations  in  animals  and  well-documented 

21  clinical  experience  and  clinical  investigations  (unless  such  in- 

22  vestigations  are  not  feasible  due  to  an  absence  of  methodolo- 

23  gy  or  due  to  ethical  proscriptions  on  such  investigations), 

24  conducted  by  experts  qualified  by  scientific  training  and  expe- 

25  rience  to  evaluate  the  effectiveness  of  the  drug  involved,  on 


46 


40 

1 the  basis  of  which  it  could  be  fairly  and  responsibly  concluded 

2 by  experts,  qualified  by  scientific  training  and  experience  to 

3 evaluate  the  effectiveness  of  the  drug  involved,  that  the  drug 

4 will  have  the  effect  it  is  represented  to  have  in  the  labeling 

5 for  the  drug  when  used  in  accordance  with  the  conditions  of 

6 use  set  forth  in  such  labeling. 

7 “(3)  In  the  case  of  any  drug  approved  under  this  subsec- 

8 tion — 

9 “(A)  the  drug  shall  be  dispensed  only  by  or  upon 

10  the  prescription  of  a practitioner,  and 

11  “(B)  the  Secretary  shall  consider  whether  to 

12  impose  any  additional  requirements  authorized  under 

13  the  provisions  of  section  506(b),  and  if  the  requisite  de- 

14  termination  described  in  such  section  can  be  made  the 

15  Secretary  shall  impose  such  additional  requirements. 

16  “(4)  Each  person  whose  application  with  respect  to  a 

17  drug  is  approved  under  this  subsection  shall  be  required  to — 

18  “(A)  establish  and  maintain,  or  join  in  establishing 

19  and  maintaining,  a system  for  collecting  data  and  infor- 

20  mation  on  the  use  of  and  experience  with  the  drug,  and 

21  “(B)  continue  and  complete,  or  join  in  the  con- 

22  tinuation  and  completion  of,  adequate  and  well-con- 

23  trolled  clinical  investigations  to  provide  substantial  evi- 
dence for  determining  whether  the  drug  is  effective, 
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unless  such  investigations  are  not  feasible  due  to  an 
absence  of  methodology  or  ethical  proscriptions. 

“(5)  Approval  of  an  application  under  this  subsection 
shall  expire  three  years  following  the  date  it  becomes  effec- 
tive. A new  application  for  the  drug  may  be  issued  under 
subsection  (c)  or  renewed  under  this  subsection  if  the  Secre- 
tary determines,  pursuant  to  the  procedures  set  forth  in  the 
relevant  subsection,  that  the  applicable  grounds  for  the  ap- 
proval of  the  application  have  been  met  or  still  exist. 

“(6)  The  Secretary  shall  by  order  suspend  an  applica- 
tion issued  under  this  subsection,  and  shall  immediately  com- 
mence proceedings  to  determine  whether  the  application 
should  be  revoked,  if  the  Secretary  determines  that  grounds 
for  revocation  exist.  The  Secretary  shall,  after  notice  and 
opportunity  for  a hearing  for  the  applicant,  revoke  an  appli- 
cation issued  under  this  subsection  if  the  Secretary  deter- 
mines that — 

“(A)  on  the  basis  of  new  information,  the  drug  is 
no  longer  shown  to  be  safe, 

“(B)  on  the  basis  of  new  information,  the  drug  is 
no  longer  shown  by  significant  evidence  to  be  effective, 
or 

“(C)  any  of  the  standards,  requirements,  or  condi- 
tions imposed  under  paragraph  (3)  or  (4),  or  section 
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1 506(b)  is  no  longer  met  or  being  complied  with,  as  the 

2 case  may  be.”. 

3 Sec.  128.  Section  506  is  amended  to  read  as  follows: 

4 “distribution  and  dispensing  requirements,  post- 

5 MARKETING  SURVEILLANCE,  FURTHER  SCIENTIFIC 

6 INVESTIGATIONS,  AND  BATCH  CERTIFICATION 

7 “Sec.  506.  (a)(1)  In  considering  the  approval  of  an  ap- 

8 plication  under  section  505(c)(1)  or  to  issue  an  order  under 

9 section  505(c)(2),  the  Secretary  shall  also  consider  whether, 

10  as  a condition  of  approval  of  an  application  or  in  the  event 

11  the  application  is  approved,  one  or  more  of  the  requirements 

12  described  in  subsections  (b),  (c),  (d),  and  (e)  shall  be  imposed. 

13  The  applicant,  or  any  other  person,  may  submit  written  com- 

14  ments  regarding  the  imposition  of  any  such  requirement.  Any 

15  party  to  a hearing  held  under  section  505(d)  may  also  address 

16  the  question  of  whether  to  impose  any  such  requirement.  In 

17  approving  an  application,  whether  under  section  505  (c)(1)  or 

18  (c)(2),  the  Secretary  shall  state  whether  one  or  more  require- 

19  ments  described  in  subsection  (b),  (c),  (d),  or  (e)  shall  be  im- 

20  posed,  and  shall  set  forth  in  writing  the  reasons  therefore.  No 

21  separate  notice  or  hearing  shall  be  required  with  respect  to 

22  the  imposition,  under  this  subsection,  of  a requirement  de- 

23  scribed  in  subsection  (b),  (c),  (d),  or  (e). 

24  “(2)  In  the  case  of  a drug  with  respect  to  which  a re- 

25  quirement  imposed  under  subsection  (b),  (c),  (d),  or  (e)  has 
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1 expired  or  has  not  previously  been  imposed,  the  Secretary 

2 may  propose  the  renewal  or  imposition  of  a requirement 

3 under  subsection  (b),  (c),  (d),  or  (e).  The  Secretary  shall  pro- 

4 vide  each  manufacturer  of  the  drug,  and  any  person  under 

5 whose  proprietary  name  the  drug  is  distributed,  notice  of  the 

6 Secretary’s  intention,  shall  publish  such  notice  in  the  Federal 

7 Register,  and  (except  in  the  case  of  a requirement  imposed 

8 under  subsection  (e))  shall  afford  any  person  requesting  a 

9 hearing  on  the  matter  an  opportunity  for  an  informal  hearing. 

10  The  Secretary  shall  comply  with  any  applicable  procedural 

11  requirements  set  forth  in  subsection  (b),  (c),  (d),  or  (e),  as  the 

12  case  may  be.  If  the  Secretary  determines  that  grounds  exist 

13  as  defined  in  subsection  (b),  (c),  (d),  or  (e)  for  the  renewal  or 

14  imposition  of  a requirement  which  the  Secretary  is  authorized 

15  to  impose  under  such  subsection,  the  Secretary  may  renew  or 

16  impose  the  requirement,  subject  to  the  limitations  set  forth  in 

17  such  subsection.  The  Secretary  shall  set  forth  in  writing  the 

18  reasons  for  such  decision. 

19  “(b)(1)(A)  In  accordance  with  the  procedure  described  in 

20  subsection  (a)  and  the  provisions  of  this  paragraph,  the  Secre- 

21  tary  may  impose  on  a prescription  drug  a requirement  relat- 

22  ing  to  the  distribution  and  dispensing  of  the  drug. 

23  “(B)  No  drug  may  be  subjected  to  requirements  author- 

24  ized  by  subparagraph  (A)  unless  the  Commissioner  deter- 
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“(i)  use  of  the  drug  presents,  in  the  opinion  of  ex- 
perts qualified  by  training  and  experience  to  evaluate 
the  safety  and  effectiveness  of  drugs,  significant  risks 
to  patients  or  to  the  public  health; 

“(ii)  because  of  the  significance  of  these  risks,  the 
drug  cannot  be  determined  to  be  safe  unless  the  re- 
quirements authorized  by  subparagraph  (A)  are  im- 
posed on  the  distribution  and  dispensing  of  the  drug; 

“(iii)  such  requirements  can  reasonably  be  expect- 
ed to  reduce,  in  a reasonable  period  of  time,  the  risks 
referred  to  in  clause  (i)  sufficiently  to  permit  such  drug 
to  be  determined  to  be  safe  and  effective  and  thereby 
to  permit  the  drug  to  be  made  available  for  use  in  ap- 
propriate patients;  and 

“(iv)  no  other  administrative  or  educational  action 
authorized  to  be  taken  by  the  Secretary  under  this  title 
or  under  any  other  law  can  reasonably  be  expected  to 
so  reduce  such  risks. 

“(C)  No  requirement  imposed  under  subparagraph  (A) 
may— 

“(i)  restrict  the  use  of  a drug  to  practitioners  with 
specific  training  or  experience  in  its  use  or  to  practi- 
tioners for  use  in  certain  facilities  unless  the  Commis- 
sioner determines  that  such  requirement  is  necessary 
for  the  drug  to  be  determined  to  be  safe;  or 
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1 “(ii)  exclude  a practitioner  from  using  a drug 

2 solely  because  the  practitioner  does  not  have  the  train- 

3 ing  or  experience  to  make  the  practitioner  eligible  for 

4 certification  by  a certifying  board  recognized  by  the 

5 American  Board  of  Medical  Specialities  or  has  not 

6 been  certified  by  such  a board. 

7 “(2)  If  the  Secretary  determines  that  a prescription  drug 

8 in  a particular  use  involves  a risk  of  serious  illness  or  injury 

9 such  that  it  is  essential  that  patients  be  assured  an  opportuni- 

10  ty  to  make  an  informed  decision  whether  to  use  the  drug  or 

11  adequate  information  to  reduce  the  risk  as  much  as  possible, 

12  the  Secretary  shall  require  that  the  drug  may  not  be  dis- 

13  pensed  to  a patient  unless  the  informed  voluntary  consent  of 

14  the  patient  (or  the  patient’s  legal  representative)  has  been 

15  received  in  such  form  and  manner  as  shall  be  required  in 

16  regulations  established  by  the  Secretary. 

17  “(3)  No  requirement  authorized  to  be  imposed  under 

18  this  subsection  may  be  imposed  unless  it  has  been  specifically 

19  submitted  to  and  considered  by  an  advisory  committee  ap- 

20  pointed  under  section  507. 

21  “(4)  The  health  needs  and  privacy  of  patients  shall  be 

22  accorded  high  priority  in  promulgating  requirements  under 

23  this  subsection. 

24  "(c)(1)  In  accordance  with  the  procedure  described  in 

25  subsection  (a)  and  the  provisions  of  paragraphs  (2),  (3),  and 


52 


46 

1 (4),  the  Secretary  shall  impose  on  a prescription  drug  a re- 

2 quirement  regarding  the  surveillance  of  the  use  of  and  experi- 

3 ence  with  the  drug — 

4 “(A)  at  the  time  an  application  is  approved  under 

5 this  section,  unless  the  Secretary  determines  that  such 

6 a requirement  is  not  necessary  or  useful  in  evaluating 

7 the  continuing  safety  of  the  drug;  or 

8 “(B)  in  any  other  case,  if  the  Secretary  deter- 

9 mines  that  such  a requirement  has  become  necessary 

10  and  useful  in  evaluating  the  continuing  safety  of  the 

11  drug. 

12  “(2)(A)  No  drug  may  be  subjected  to  a requirement 

13  authorized  by  paragraph  (1)  except  pursuant  to  regulations 

14  established  by  the  Secretary  regarding  the  circumstances  in 

15  which,  and  methods  by  which,  surveillance  of  drug  use  and 

16  experience  would  or  would  not  be  useful  and  necessary  in 

17  evaluating  the  continuing  safety  of  drugs. 

18  “(B)  In  developing  the  regulations  applicable  to  a drug 

19  as  required  under  subparagraph  (A),  the  Secretary  shall  con- 

20  sider — 

21  “(i)  the  uniqueness  of  the  drug,  the  dosage  form 

22  or  route  of  administration  of  the  drug,  and  the  extent 

23  of  experience  with  related  drugs; 

24  “(ii)  the  frequency  and  magnitude  of  risks  identi- 

25  fied  in  existing  studies  of  the  drug; 
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1 “(iii)  the  various  known  pharmacological  effects  of 

2 the  drug; 

3 “(iv)  the  scope  and  extent  of  surveillance  which 

4 will  be  necessary  to  gain  appropriate  data  and  informa- 

5 tion; 

6 “(v)  the  burdens  such  surveillance  will  impose  on 

7 those  who  must  conduct  it; 

8 “(vi)  the  alternatives  to  surveillance  for  gathering 

9 the  data  and  information;  and 

10  “(vii)  the  extent  to  which  the  drug  is  expected  to 

11  be  used. 

12  “(C)  Regulations  shall  not  be  promulgated  under  sub- 

13  paragraph  (A)  until  the  Secretary  has — 

14  “(i)  received  and  reviewed  the  recommendations, 

15  if  any,  of  the  Joint  Commission  for  Prescription  Drug 

16  Use,  Incorporated; 

17  “(ii)  published  in  the  Federal  Register,  and  invited 

18  public  comment  on,  such  recommendations  and  the 

19  Secretary’s  review  and  conclusions  regarding  them; 

20  and 

21  “(iii)  received  and  reviewed  the  comments  of  the 

22  public  in  response  to  the  Federal  Register  publication 

23  required  in  clause  (ii). 

24  “(3)  In  requiring  surveillance  under  paragraph  (1),  the 

25  Secretary  shall,  after  the  regulations  described  in  paragraph 
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1 (2)  have  been  promulgated,  require  that  each  person  manu- 

2 facturing  the  drug  join  in  establishing  and  maintaining  a 

3 system  for  identifying  and  collecting  data  and  information  re- 

4 garding  the  use  of,  and  the  experience  with,  the  drug,  and 

5 make  reports  to  the  Secretary  regarding  the  data  and  infor- 

6 mation  collected.  Such  a requirement  shall  specify  the  pur- 

7 pose  for  which  data  and  information  is  to  be  identified  and 

8 collected  and  for  which  reports  on  the  data  and  information 

9 are  to  be  made. 

10  “(4)  No  requirement  authorized  to  be  imposed  under 

11  paragraph  (1)  may  be  imposed  unless  it  has  been  specifically 

12  submitted  to  and  considered  by  an  advisory  committee  ap- 

13  pointed  under  section  507. 

14  “(5)  Any  requirement  imposed  under  paragraph  (1)  shall 

15  expire  five  years  following  the  date  on  which  it  becomes  ef- 

16  fective. 

17  “(d)(1)  In  accordance  with  the  procedure  described  in 

18  subsection  (a)  and  the  provisions  of  this  subsection,  the  Sec- 

19  retary  may  require  the  conduct  of  scientific  investigations — 

20  “(A)  to  assess  the  risks  of  a significant  adverse 

21  effect  of  a prescription  drug,  if  the  Secretary  deter- 

22  mines  on  the  basis  of  scientific  information,  including 

23  information  regarding  chemically  or  pharmacologically 

24  related  drugs,  that  the  drug  is  known  or  may  reason- 

25  ably  be  expected  to  produce  an  adverse  effect;  or 
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‘‘(B)  to  evaluate  the  safety  of  a prescription  drug, 
including  its  effectiveness,  when  used  for  a purpose  or 
in  a manner  which  is  not  set  forth  in  the  information 
labeling  for  such  drug,  if  the  Secretary  determines 
that— 

“(i)  the  drug  is  known,  or  can  reasonably  be 
expected  on  the  basis  of  scientific  information  by 
experts  qualified  by  scientific  training  and  experi- 
ence to  evaluate  the  safety  and  effectiveness  of 
the  drug  involved,  to  be  used  to  a significant 
extent  for  a purpose  or  in  a manner  not  initially 
indicated  in  informational  labeling;  and 

“(ii)  there  exists  a scientific  basis  on  which 
such  experts  could  fairly  and  reasonably  conclude 
that — 

“(I)  use  of  the  drug  for  such  purpose  or 
in  such  manner  presents  a risk  of  serious  ill- 
ness or  injury  to  persons  who  so  use  the 
drug  because  of  adverse  effects  or  lack  of  ef- 
fective treatment;  or 

“(II)  the  drug  may  be  safe  and  effective 
when  used  for  such  purpose  or  in  such 
manner. 

“(2)  In  requiring  investigations  under  this  subsection, 
the  Commissioner  shall  require  that  each  person  manufactur- 
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1 ing  the  drug  join  in  conducting  the  investigations.  The  Secre- 

2 tary  shall  provide  guidelines  on  protocols  for  conducting  such 

3 joint  investigations,  and  may  also  specify  a timetable  by 

4 which  the  joint  investigations  are  to  be  completed  and  the 

5 results  from  the  joint  investigations  are  to  be  reported  to  the 

6 Secretary. 

7 “(3)  No  requirement  shall  be  imposed  under  this  subsec- 

8 tion  unless  it  has  been  specifically  submitted  to  and  consid- 

9 ered  by  an  appropriate  advisory  committee  appointed  under 

10  section  507. 

11  “(e)(1)  In  accordance  with  the  procedure  described  in 

12  subsection  (a)  and  the  provisions  of  this  subsection,  the  Sec- 

13  retary  shall  impose  a requirement  that,  before  distributing 

14  each  batch  of  a drug,  each  manufacturer  of  the  drug  shall 

15  secure  from  the  Secretary  a written  statement  that  the  batch 

16  meets  all  applicable  standards  of  identity,  strength,  quality, 

17  purity,  stability,  and  bioavailability. 

18  “(2)  The  Secretary  shall  impose  a requirement  under 

19  paragraph  (1)  if  the  Secretary  determines  that — 

20  “(A)  there  is  reason  to  believe  that  one  or  more 

21  individual  batches  of  the  drug  will  not  meet  one  or 

22  more  applicable  standards  of  identity,  strength,  quality, 

23  purity,  stability,  or  bioavailability  as  described  in  sec- 

24  tion  501(b);  and  - - 
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1 “(B)  failure  of  a batch  of  the  drug  to  meet  one  or 

2 more  of  such  standards  poses  a risk  of  illness  or  injury 

3 to  patients,  either  from  adverse  effects  or  as  a result  of 

4 lack  of  effectiveness. 

5 “(3)  In  imposing  a requirement  under  paragraph  (1),  the 

6 Secretary  shall  describe  the  specific  tests,  methods  of  assay, 

7 and  procedures  the  Secretary  shall  use  in  deciding  whether 

8 batches  of  the  drug  meet  the  applicable  standards  of  identity, 

9 strength,  quality,  purity,  stability,  and  bioavailability. 

10  “(4)  Any  requirement  imposed  under  paragraph  (1)  shall 

11  expire  at  any  time  designated  by  the  Commissioner,  or  three 

12  years  after  its  effective  date,  whichever  first  occurs.  At  a 

13  reasonable  time  prior  to  the  expiration  of  such  requirement, 

14  the  Secretary  shall  determine  whether  the  circumstances 

15  which  justified  the  imposition  of  the  requirement  continue  to 

16  exist;  and  if  the  Secretary  so  determines,  the  Secretary  shall 

17  reimpose  the  requirement. 

18  “(5)  Whenever  the  Secretary  determines  that  grounds 

19  exist  to  exempt  a particular  facility  or  manufacturer,  in  whole 

20  or  in  part,  from  a requirement  imposed  under  this  section,  the 

21  Secretary  shall  provide  such  an  exemption.”. 

22  Sec.  129.  Section  507  is  amended  to  read  as  follows: 

23  “advisoby  committees 


2,4  “Sec.  507.  Advisoby  Committees. — The  Secretary 
25  may  appoint  one  or  more  advisory  committees  to  assist  in 
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1 making  the  determinations  authorized  under  this  chapter. 

2 Each  such  committee  shall  be  composed  of  at  least  five  mem- 

3 bers.  In  selecting  committee  members,  the  Secretary  shall 

4 consider  recommendations  from  health  care  providers,  scien- 

5 tific  investigators,  manufacturers,  and  organizations  interest- 

6 ed  in  public  health,  particular  diseases,  and  consumer  affairs. 

7 The  Secretary  shall  appoint  committee  members  so  that  each 

8 committee  reflects  in  its  composition  scientific,  health  care 

9 provider,  and  consumer  interests.  At  least  one-third  of  each 

10  committee  shall  be  composed  of  members  reflecting  the  inter- 

11  ests  of  patients  and  consumers.”. 

12  Sec.  130.  (a)  Section  704  is  amended  by  adding  at  the 

13  end  thereof  the  following  subsection: 

14  “(f)  Subpenas. — 

15  “(1)  Authority. — In  any  matter  relating  to  im- 

16  plementation  or  enforcement  of  this  Act,  the  Secretary 

17  may,  by  subpena,  compel  the  attendance  and  testimony 

18  of  witnesses  or  require  the  production  of  any  records 

19  (including  books,  papers,  documents,  and  other  tangible 

20  things)  that  may  be  relevant  to  the  matter.  The  attend- 

21  ance  of  witnesses  and  the  production  of  records  may  be 

22  required  from  any  place  in  any  State  or  in  any  terri- 

23  tory  or  other  place  subject  to  the  jurisdiction  of  the 

24  United  States  at  any  designated  place;  of  hearing.  Wit- 
nesses summoned  under  this  section  shall  be  paid  the 
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1 same  fees  and  mileage  that  are  paid  to  witnesses  in  the 

2 courts  of  the  United  States. 

3 “(2)  Service. — A subpena  issued  under  this  sec- 

4 tion  may  be  served  by  any  person  designated  in  the 

5 subpena  to  serve  it.  Service  upon  a natural  person  may 

6 be  made  either  by  a personal  delivery  or  by  registered 

7 mail  or  telegraph,  or  by  leaving  a copy  thereof  at  the 

8 principal  office  or  place  of  business  of  the  person  being 

9 served.  Service  upon  a domestic  or  foreign  corporation, 

10  or  upon  a partnership  or  other  unincorporated  associ- 

11  ation  which  is  subject  to  suit  under  a common  name, 

12  may  be  made  either  by  delivering  the  subpena  to  an 

13  officer,  to  a managing  or  general  agent,  or  to  any 

14  other  agent  authorized  by  appointment  or  by  law  to  re- 

15  ceive  service  of  process,  or  by  registered  mail  or  tele- 

16  graph,  or  by  leaving  a copy  of  the  subpena  at  the  prin- 

17  cipal  office  or  place  of  business  of  the  officer  or  agent 

18  being  served.  The  verified  return  by  the  individual  so 

19  serving  it  setting  forth  the  manner  of  service  shall  be 

20  proof  of  service,  and  the  return  post  office  receipt  or 

21  telegraph  receipt  therefor  when  registered  and  mailed 

22  or  telegraphed  in  accordance  with  this  subsection  shall 

23  be  proof  of  service. 

24  “(3)  Enforcement. — In  the  case  of  contumacy 

25  by,  or  refusal  to  obey  a subpena  issued  to,  any  person, 
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1 any  court  of  the  United  States  within  the  jurisdiction 

2 in  which  the  subpenaed  person  is  an  inhabitant,  carries 

3 on  business,  or  may  be  found,  may  compel  compliance 

4 with  the  subpena.  The  court  may  issue  an  order  requir- 

5 ing  the  subpenaed  person  to  appear  before  the  Secre- 

6 tary,  to  produce  records  if  so  ordered,  or  to  give  testi- 

7 mony  relating  to  the  matter.  Any  failure  to  obey  the 

8 order  of  the  court  may  be  punished  by  the  court  as  a 

9 contempt  thereof.  All  process  in  such  a case  may  be 

10  served  in  any  judicial  district  in  which  the  person  may 

11  be  found.”. 

12  (b)  The  heading  for  section  704  is  amended  by  adding 

13  subpenas”  at  the  end  thereof. 

14  Sec.  131.  Section  709  is  amended  by  striking  “respect- 

15  ing  a device”. 

16  Sec.  132.  Chapter  VII  is  amended  by  adding  at  the  end 

17  thereof  the  following  section: 

18  “participation  in  proceedings 

19  “Sec.  710.  Any  person  who — 

20  “(a)  asks  the  Secretary  in  writing  to  participate  in 

21  any  proceeding  under  this  Act; 

22  “(b)  is  entitled  to  participate  in  the  proceeding; 

23  “(c)  is  determined  by  the  Secretary  to  represent 

24  an  interest  which  will  be  substantially  affected  by  the 

25  outcome  of  the  proceeding; 
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1 “(d)  is  determined  by  the  Secretary  to  be  capable 

2 of  contributing  to  a fair  and  informed  resolution  of  the 

3 issues  likely  to  be  raised  at  the  proceeding;  and 

4 “(e)  is  determined  by  the  Secretary  to  have  insuf- 

5 ficient  resources  adequately  to  participate  in  the  pro- 

6 ceeding  without  compensation,  in  light  of  the  estimated 

7 cost  of  effective  participation  by  such  person  in  the 

8 proceeding, 

9 may,  pursuant  to  regulations  established  by  the  Secretary,  be 

10  granted  by  the  Secretary  reasonable  attorneys’  fees,  expert 

11  witness  fees,  and  other  costs  of  participating  in  the  proceed- 

12  ing.  To  the  extent  that  the  person  is  capable  of  bearing  part 

13  of  the  cost  of  participating  in  a proceeding,  the  Secretary 

14  may  award  the  person  no  more  than  the  unmet  cost.  The  rate 

15  of  compensation  for  attorneys’  fees  may  not  exceed  75  per 

16  centum  of  the  rate  in  effect,  at  the  time  services  were  ren- 

17  dered,  for  the  last  step  of  grade  GS-13  of  the  General  Sched- 

18  ule.”. 

19  Sec.  133.  Section  801(d)(2)  is  amended  by  inserting 

20  after  “any”  the  following:  “drug  intended  for  use  by  man  or 

21  to  any”. 

22  Sec.  134.  Chapter  VIII  is  amended  by  adding  at  the 

23  end  thereof  the  following  new  section: 
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1 “drug  exportation 

2 “Sec.  802.  (a)  General  Authority. — (1)  In  the  case 

3 of  any  drug  intended  for  use  by  man  for  which  an  approval  of 

4 an  application  filed  pursuant  to  section  505(b)  is  in  effect,  the 

5 drug  may  be  manufactured  for  export  or  exported  without  a 

6 permit  under  this  section  if  it  is  manufactured,  packaged,  la- 

7 beled,  and  distributed  in  accordance  with  the  provisions  of 

8 chapter  V,  except  that  its  labeling  shall  be  stated  in  the  lan- 

9 guage  specified  by  the  foreign  purchaser  or  consignee. 

10  “(2)  In  the  case  of  a drug  intended  for  use  by  man 

11  which  is  not  described  in  paragraph  (1),  the  drug  may  be 

12  manufactured  for  export  or  exported  if  an  export  permit  has 

13  been  issued  under  subsection  (e)  and  remains  in  effect. 

14  “(b)  Application  for  Permit. — An  application  for 

15  an  export  permit  shall  contain — 

16  “(1)  the  applicant’s  name  and  address; 

17  “(2)  a description  of  the  drug  in  question; 

18  “(3)  the  name,  address,  and  registration  number 

19  of  each  establishment  in  which  the  drug  will  be  manu- 

20  factured; 

21  “(4)  the  country  of  destination  for  the  export; 

22  “(5)  samples  of  the  drug’s  labeling;  and 

23  “(6)  written  certifications — 

24  “(A)  from  the  government  of  the  country  of 

25  destination  that  it  has  reviewed  a report  provided 
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by  the  applicant  of  data  and  information  derived 
from  investigations  made  to  assess  the  risks  of  the 
drug  and  evaluate  its  effectiveness,  and  requests 
importation  of  the  drug; 

“(B)  from  the  foreign  purchaser  or  consignee 
that  the  drug  accords  to  specifications;  and 

“(C)  from  the  applicant  that  it  has  furnished 
the  government  of  the  country  of  destination  with 
a report  of  all  data  and  information  derived  from 
all  investigations  made  to  assess  the  risks  of  the 
drug  and  evaluate  its  effectiveness. 

“(c)  Requirements  for  Export. — Every  applicant 
for  an  export  permit  under  this  section  shall — 

“(1)  ensure  that  the  drug  is  manufactured,  pack- 
aged, labeled,  and  distributed  in  accordance  with  the 
provisions  of  chapter  V,  except  that — 

“(A)  in  the  event  the  drug  is  recognized  in 
an  official  pharmacopeia  of  the  country  of  destina- 
tion, it  may  comply  with  that  pharmacopeia’s 
standards;  and 

“(B)  its  labeling  shall  be  stated  in  the  lan- 
guage specified  by  the  foreign  purchaser  or  con- 
signee; 

“(2)  include  in  all  labeling  for  the  drug  a state- 
ment that  the  drug  is  intended  only  for  export  from  the 
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United  States  and  is  not  approved  for  use  in  the 
United  States,  together  with  an  explanation  of  why  it 
is  not  approved  for  use  in  the  United  States; 

“(3)  ensure  that  the  drug  reaches  the  country  of 
destination  identified  in  the  application  for  a permit  and 
is  not  distributed  (except  for  export)  or  dispensed 
within  the  United  States;  and 

“(4)  establish  and  maintain  records,  and  submit  to 
the  Secretary  reports,  to  enable  the  Secretary  to  deter- 
mine whether  the  preceding  requirements  are  being 
met. 

“(d)  Public  Notice  of  and  Opportunity  to  Com- 
ment on  Application. — Within  fifteen  days  after  the  re- 
ceipt of  an  application  for  an  export  permit,  the  Secretary 
shall,  by  notice  in  the  Federal  Eegister,  notify  the  public  of 
the  receipt  of  an  application  for  an  export  permit  and  provide 
an  opportunity  for  the  submission  of  written  comments  from 
the  public  regarding  the  application  for  a period  of  thirty 
days. 

“(e)  Standards  for  Denial  of  Permit. — After  re- 
viewing an  application  for  an  export  permit  and  any  com- 
ments the  public  submits,  the  Secretary  shall  issue  an  export 
permit  if  it  appears  to  the  Secretary  that — 

“(1)  the  drug  will  be  used  to  cure,  treat,  mitigate, 
or  prevent,  a disease,  injury,  or  other  condition  which 
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1 does  not  occur  or  is  of  low  incidence  in  the  United 

2 States;  or 

3 “(2)  the  benefits  associated  with  the  use  of  the 

4 drug  in  the  foreign  country  in  question  may  exceed  the 

5 risks  associated  with  the  use  of  the  drug  in  that  coun- 

6 try; 

7 unless  the  Secretary  determines  that — 

8 “(A)  the  application  for  the  permit  is  incomplete 

9 or  contains  an  untrue  statement  of  material  fact; 

10  “(B)  the  drug  does  not  accord  to  the  specifications 

11  of  the  foreign  purchaser  or  consignee; 

12  “(C)  the  applicant  cannot  reasonably  be  expected 

13  to  comply  with  the  requirements  of  subsection  (c);  or 

14  “(D)  based  on  the  evidence  available  to  the  Secre- 

15  tary,  the  export  of  the  drug  would  be  contrary  to  the 

16  public  health  or  would  result  in  sufficient  deception  of 

17  patients  so  that  its  use  would  constitute  a health 

18  hazard. 

19  “(f)  Procedures  for  Denial  of  Permit. — (1)  Fol- 

20  lowing  the  submission  of  an  application  for  an  export  permit, 

21  a permit  may  be  explicity  issued  by  the  Secretary;  and  a 

22  permit  shall  be  deemed  to  be  issued  unless,  during  the  sixty- 

23  day  period  following  submission  of  the  application,  the  appli- 

24  cant  is  notified  by  the  Secretary  that  the  application  may  be 

25  denied. 
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1 “(2)  If  notice  of  possible  denial  is  given  under  paragraph 

2 (1),  the  applicant  shall  not  export  the  drug  until  an  export 

3 permit  is  explicity  issued  by  the  Secretary. 

4 ‘‘(3)  Within  thirty  days  following  the  notice  of  possible 

5 denial,  the  Secretary  shall  either  issue  an  export  permit  or 

6 commence  formal  proceedings  to  deny  the  application  and 

7 complete  such  proceedings  within  sixty  days. 

8 “(g)  Procedure  for  Suspending  or  Revoking  an 

9 Export  Permit. — (1)  If  any  person  applies  to  the  Secre- 

10  tary  to  suspend  an  export  permit,  the  Secretary  shall  immedi- 

11  ately  determine  whether  human  beings  will  be  subjected  to 

12  an  unreasonable  risk  of  death,  illness,  or  injury  if  the  drug  in 

13  question  continues  to  be  exported  under  the  permit.  If  the 

14  Secretary  so  determines,  he  shall  immediately  suspend  the 

15  permit,  and  shall  immediately  initiate  a proceeding  to  revoke 

16  the  permit  under  paragraph  (2). 

17  “(2)  The  Secretary,  after  giving  any  person  holding  an 

18  export  permit  appropriate  written  notice  and  the  opportunity 

19  to  request  a hearing,  shall  revoke  the  permit  if  the  Secretary 

20  determines  that — 

21  “(A)  human  beings  will  be  subjected  to  an  unrea- 

22  sonable  risk  of  death,  illness,  or  injury  if  the  drug  in 

23  question  continues  to  be  exported  under  the  permit; 

24  “(B)  the  application  upon  which  the  permit  is 
based,  or  any  report  or  record  regarding  the  drug 
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1 which  has  been  submitted  under  this  section,  contains 

2 an  untrue  statement  of  material  fact; 

3 “(C)  the  person  holding  the  permit  has  failed  or 

4 been  unable  to  comply  with  any  applicable  requirement 

5 imposed  under  this  section;  or 

6 “(D)  the  person  holding  the  permit  has  refused  to 

7 permit  or  interfered  with  any  inspection  which  the  Sec- 

8 retary  is  entitled  to  make  under  this  Act,  or  has  re- 

9 fused  or  failed  to  comply  with  any  subpena  issued 

10  under  this  Act.”. 

11  Sec.  135.  Effective  Date. — The  amendments  made 

12  by  this  title  shall  take  effect  one  hundred  eighty  days  after 

13  the  date  of  enactment  of  this  Act,  except  that  the  amend- 

14  ments  made  by  sections  102  and  118  of  this  title  shall  not 

15  take  effect  until  thirty  months  after  the  date  of  enactment  of 

16  this  Act,  but  in  the  case  of  a drug  not  subject  to  section  505 

17  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  prior  to  the 

18  enactment  of  this  Act,  if  such  drug  is  in  violation  of  section 

19  301(d)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  after 

20  the  end  of  such  thirty-month  period  and  an  application  re- 

21  garding  such  drug  has  been  filed  pursuant  to  section  505(b)  of 

22  the  Federal  Food,  Drug,  and  Cosmetic  Act,  the  amendments 

23  made  by  sections  102  and  118  of  this  title  shall  not  be 

24  deemed  to  take  effect  until  ten  years  after  the  date  of  enact- 

25  ment  of  this  Act. 
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TITLE  n— NATIONAL  CENTER  FOR  DRUG 

SCIENCE 

AMENDMENT  TO  PUBLIC  HEALTH  SERVICE  ACT 

Sec.  201.  The  Public  Health  Service  Act  is  amended 
by  inserting  after  title  XVII  the  following  new  title: 

“TITLE  XVIII— NATIONAL  CENTER  FOR  DRUG 

SCIENCE 

“establishment  of  center 

“Sec.  1801.  (a)  There  is  established  in  the  Department 
of  Health,  Education,  and  Welfare  an  office  which  shall  be 
known  as  the  National  Center  for  Drug  Science  (hereinafter 
in  this  title  referred  to  as  the  ‘Center’).  The  Center  shall 

have  a Division  of  Policy  and  Research,  which  shall  be  re- 

/ 

sponsible  for  carrying  out  the  functions  described  in  section 
1802,  and  a Division  of  Clinical  Pharmacology  and  Clinical 
Pharmacy  Training,  which  shall  be  responsible  for  carrying 
out  the  functions  described  in  sections  1803  and  1804.  The 
Center  shall  be  under  the  direction  of  the  Director  of  the 
Center  (hereinafter  in  this  title  referred  to  as  the  ‘Director’) 
who  shall  be  appointed  by  the  Secretary.  The  Director  shall 
be  classified  at  grade  GS-18  of  the  General  Schedule. 

“(b)  To  implement  this  title,  the  Director  may,  in  addi- 
tion to  any  other  authority  available  to  him,  use  personnel, 
equipment,  and  facilities  and  other  physical  resources  of  the 
Department  of  Health,  Education,  and  Welfare.  The  Direc- 
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1 tor  may  secure  for  the  Center,  for  such  periods  as  the  Direc- 

2 tor  deems  advisable,  the  assistance  and  advice  of  experts  and 

3 consultants  from  the  United  States  and  abroad  in  accordance 

4 with  section  3109,  title  5,  United  States  Code,  and  to  com- 

5 pensate  individuals  so  employed  for  each  day  (including  tra- 

6 veltime)  at  rates  not  in  excess  of  the  maximum  rate  of  pay  for 

7 grade  GS-18  as  provided  in  section  5332  of  title  5,  United 

8 States  Code,  and,  while  such  experts  and  consultants  are  so 

9 serving  away  from  their  homes  or  regular  places  of  business, 

10  to  pay  such  employees  travel  expenses  and  per  diem  in  lieu  of 

11  subsistence  at  rates  authorized  by  section  5703  of  title  5, 

12  United  States  Code,  for  persons  in  Government  service  em- 

13  ployed  intermittently.  The  Director  may  hold  conferences 

14  and  meetings,  and  undertake  other  -activities  consistent  with 

15  the  functions  of  the  Center,  when  appropriate. 

16  “policy  and  research  functions  of  the  center 

17  “Sec.  1802.  (a)(1)  In  accordance  with  the  procedures 

18  set  forth  in  paragraph  (2),  the  Center  may,  upon  request  or 

19  on  its  initiative,  conduct  and  support  research,  including  in- 

20  vestigations— 

21  “(A)  of  the  safety  and  effectiveness  of  drugs  ap- 

22  proved  by  the  Food  and  Drug  Administration; 

23  “(B)  for  the  development  of  drugs  for  diseases  and 

24  other  conditions  of  low  incidence;  and 
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“(C)  to  facilities  breakthroughs  in  drug  science  re- 
search. 

“(2)  Prior  to  conducting  or  supporting  research  under 
subparagraph  (B)  or  (C)  of  paragraph  (1),  the  Center  shall — 
“(A)  publish,  in  the  Federal  Register,  a notice 
which  shall  contain  a statement  that  the  Center  in- 
tends to  conduct  or  support  such  research  and  such 
notice  shall  include  the  objectives  of  such  research,  the 
nature  of  the  drug,  if  any,  which  would  be  the  subject 
of  such  research,  and  those  findings  required  to  be 
made  under  subparagraph  (B), 

“(B)  find  that— 

“(i)  the  research  is  of  special  significance; 
and 

“(ii)  there  is  either  no  or  minimal  research  of 
a similar  nature  currently  being  conducted  outside 
of  government  or  by  other  agencies  of  govern- 
ment, either  directly  or  by  grant  or  contract. 

“(3)  The  Director  shall  periodically  report  to  the  Secre- 
tary on  (1)  promising  areas  of  any  new  techniques  in  drug 
science  research  and  (2)  diseases  or  other  conditions  for 
which  current  research  on  drugs  is  insufficient. 

“(b)  The  Center  shall  conduct  an  ongoing  program  of 
drug  science  policy  research,  either  directly  or  by  grant  or 
contract.  The  Center,  in  conducting  such  research,  shall 
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1 review,  analyze,  and  where  appropriate  make  recommenda- 

2 tions  and  reports  to  the  Secretary  regarding  the  relationship 

3 of  drugs  to  the  public  health,  including: 

4 “(1)  the  impact  of  regulation  on  drug  innovation 

5 and  development; 

6 “(2)  problems  inherent  in  the  analysis  of  risks  and 

7 benefits,  the  formulation  of  risk  versus  benefit  ratios, 

8 and  the  use  of  such  ratios  in  approving  drugs;  and 

9 “(3)  methods  for  improving  and  accelerating  the 

10  overall  drug  research,  innovation,  development,  investi- 

11  gation,  approval,  and  utilization  process. 

12  "(c)  The  Center  shall  conduct  an  ongoing  review  and 

13  analysis  of  the  use  of  drugs  in  the  United  States  (as  deter- 

14  mined  on  the  basis  of  information  submitted  under  the  Feder- 

15  al  Food,  Drug,  and  Cosmetic  Act  and  other  information  ob- 

16  tained  by  the  Secretary)  and  on  the  basis  of  such  review  and 

17  analysis  prepare  an  annual  Drug  Experience  Assessment 

18  Report  for  the  Secretary.  The  report  may  be  on  such  catego- 

19  ries  of  drugs  as  the  Director  determines  is  appropriate.  The 

20  report  shall  include,  for  the  drugs  included  in  the  report,  a 

21  qualitative  analysis  of  the  use  of  such  drugs  as  are  currently 

22  in  use  in  the  United  States,  adverse  effects  and  unanticipated 

23  reactions  from  such  drugs,  an  assessment  of  the  frequency  of 

24  the  occurrence  of  such  effects  and  reactions,  an  analysis  of 

25  the  use  of  such  drugs  on  a regional  basis,  by  specialties  of 
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1 medicine,  or  any  other  category  of  use  of  such  drugs  and 

2 shall  include  recommendations  for  improvement  in  the  use  of 

3 such  drugs. 

4 “(d)  The  Director  shall  publish  and  otherwise  make 

5 available  to  the  public  the  reports  submitted  under  this 

6 section. 

7 “(e)  There  are  authorized  to  be  appropriated  to  carry 

8 out  the  purposes  of  this  section  $5,000,000  for  the  fiscal  year 

9 ending  September  30,  1981,  $7,000,000  for  the  fiscal  year 

10  ending  September  30,  1982,  and  $9,000,000  for  the  fiscal 

11  year  ending  September  30,  1983. 

12  “training  functions  of  the  center:  grants  for 

13  PROGRAMS  IN  CLINICAL  PHARMACOLOGY  AND  CLINI- 

14  CAL  PHARMACY 

15  “Sec.  1803.  (a)(1)  From  funds  appropriated  under  para- 

16  graph  (2)  the  Director  may  make  grants — 

17  “(A)  to  schools  of  medicine,  osteopathy,  dentistry, 

18  pharmacy,  podiatry,  and  nursing  and  to  groups  of  such 

19  schools  for — 

20  “(i)  the  planning,  establishment,  and  oper- 

21  ation  of  new  programs;  and 

22  “(ii)  the  expansion  of  existing  programs  of 

23  training  in  clinical  pharmacology  for  full-time  stu- 

24  dents  (as  defined  in  section  770(c)(2)  or  810(d)(2)) 

25  enrolled  in  such  schools; 
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1 “(B)  to  training  centers  for  allied  health  profes- 

2 sions  for — 

3 “(i)  the  planning,  establishment,  and  oper- 

4 ation  of  new  programs;  and 

5 “(ii)  the  expansion  of  existing  programs  of 

6 training  in  clinical  pharmacology  for  students  en- 

7 rolled  in  such  centers;  and 

8 “(C)  to  schools  or  pharmacy  for — 

9 “(i)  the  planning,  establishment,  and  oper- 

10  ation  of  new  programs;  and 

11  “(ii)  the  expansion  of  existing  programs  of 

12  training  in  clincial  pharmacy  for  full-time  students 

13  (as  defined  in  section  770(c)(2))  enrolled  in  such 

14  schools. 

15  “(2)  There  are  authorized  to  he  appropriated  for  pay- 

16  ments  under  grants  under  this  subsection  $3,000,000  for  the 

17  fiscal  year  ending  September  30,  1981,  $4,000,000  for  the 

18  fiscal  year  ending  September  30,  1982,  and  $5,000,000  for 

19  the  fiscal  year  ending  September  30,  1983. 

20  “(b)(1)  From  funds  appropriated  under  paragraph  (2), 

21  the  Director  may  make  grants  to  schools  of  medicine,  osteop- 

22  athy,  dentistry,  pharmacy,  podiatry,  and  nursing  and  to  other 

23  public  and  nonprofit  private  entities  for  the  planning,  estab- 

24  lishment,  and  operation  of  new  programs,  and  for  the  expan- 

25  sion  of  existing  programs,  of  continuing  education  in  clinical 
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1 pharmacology  and  clinical  pharmacy  for  physicians,  dentists, 

2 pharmacists,  podiatrists,  and  nurses. 

3 “(2)  There  are  authorized  to  be  appropriated  for  pay- 

4 ments  under  grants  under  this  subsection  $2,000,000  for  the 

5 fiscal  year  ending  September  30,  1981,  $3,000,000  for  the 

6 fiscal  year  ending  September  30,  1982,  and  $4,000,000  for 

7 the  fiscal  year  ending  September  30,  1983. 

8 “(c)(1)  From  funds  appropriated  under  paragraph  (2), 

9 the  Director  may  make  grants  to  or  enter  into  contracts  with 

10  public  and  nonprofit  private  entities  for  demonstration 

11  projects  to  demonstrate  new  roles  for  (A)  clinical  pharma- 

12  cologists  and  clincial  pharmacists  in  the  practice  of  medicine, 

13  osteopathy,  dentistry,  pharmacy,  podiatry,  and  nursing  and 

14  (B)  clinical  pharmacology  in  nursing. 

15  “(2)  There  are  authorized  to  be  appropriated  for  pay- 

16  ments  under  grants  or  contracts  under  this  subparagraph 

17  $1,000,000  for  the  fiscal  year  ending  September  30,  1981, 

18  $1,500,000  for  the  fiscal  year  ending  September  30,  1982, 

19  and  $2,000,000  for  the  fiscal  year  ending  September  30, 

20  1983. 

21  “(d)(1)  No  grant  may  be  made  or  contract  entered  into 

22  under  this  section  unless  an  application  therefor  has  been 

23  submitted  to,  and  approved  by,  the  Director.  Such  applica- 

24  tion  shall  be  in  such  form,  submitted  in  such  manner,  and 

25  contain  such  information,  as  the  Director  shall  by  regulation 
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1 prescribe.  The  Director  may  approve  or  disapprove  any  ap- 

2 plication  for  a grant  or  contract  under  this  title  but  only  after 

3 consultation  with  the  National  Advisory  Council  on  Drug 

4 Science  established  by  section  1805. 

5 “(2)  The  amount  of  any  grant  or  contract  under  this 

6 section  shall  be  determined  by  the  Director.  Contracts  may 

7 be  entered  into  under  this  section  without  regard  to  sections 

8 3648  and  3709  of  the  Revised  Statutes  (31  U.S.C.  529;  41 

9 U.S.C.  5).  Payments  of  any  such  grant  or  contract  may  be 

10  made  in  advance  or  by  way  of  reimbursement  and  in  such 

11  installments  and  on  such  conditions  as  the  Director  deems 

12  necessary  to  carry  out  the  purposes  of  this  section. 

13  “traineeships  and  fellowships 

14  “Sec.  1804.  (a)(1)  From  funds  appropriated  under  sub- 

15  section  (b)(1)  the  Director  may  make  grants  to  schools  of 

16  medicine,  osteopathy,  dentistry,  pharmacy,  podiatry,  and 

17  nursing  for  the  provision  of  traineeships  to  assist  physicians, 

18  dentists,  pharmacists,  podiatrists,  nurses  and  other  qualified 

19  individuals  in  meeting  the  cost  of  obtaining  graduate  training 

20  and  research  training  in  clinical  pharmacology  and  clinical 

21  pharmacy. 

22  “(2)  From  funds  appropriated  under  subsection  (b)(2), 

23  the  Director  may  provide  fellowships  to  physicians,  dentists, 

24  pharmacists,  podiatrists,  nurses,  and  other  qualified  individ- 

25  uals  to  undertake  research  at  the  Center.  The  Secretary  shall 
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1 provide  sabbatical  leave  in  accordance  with  section  5701(c), 

2 title  5,  United  States  Code,  and  otherwise  assist  scientists 

3 and  other  qualified  individuals  (notwithstanding  whether  such 

4 person  is  classified  within  the  senior  executive  service)  em- 

5 ployed  by  the  Department  of  Health,  Education,  and  Welfare 

6 in  obtaining  such  fellowships. 

7 “(3)  No  grant  for  traineeships  and  fellowships  may  be 

8 made  under  this  section  unless  an  application  therefor  has 

9 been  submitted  to,  and  approved  by,  the  Director.  Such  ap- 

10  plication  shall  be  in  such  form,  be  submitted  in  such  manner, 

11  and  contain  such  information,  as  the  Director  may  prescribe. 

12  Traineeships  and  fellowships  under  such  a grant  shall  be 

13  awarded  in  accordance  with  such  regulations  as  the  Secre- 

14  tary  shall  prescribe.  The  amount  of  any  such  grant  shall  be 

15  determined  by  the  Director. 

16  “(b)(1)  There  are  authorized  to  be  appropriated  for  pay- 

17  ments  under  grants  under  paragraph  (1)  of  subsection  (a) 

18  $2,000,000  for  the  fiscal  year  ending  September  30,  1981, 

19  $2,500,000  for  the  fiscal  year  ending  September  30,  1982, 

20  and  $3,000,000  for  the  fiscal  year  ending  September  30, 

21  1983. 

22  “(2)  There  are  authorized  to  be  appropriated  for  fellow- 

23  ships  under  paragraph  (2)  of  subsection  (a)  $500,000  for  the 

24  fiscal  year  ending  September  30,  1981,  $600,000  for  the 
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1 fiscal  year  ending  September  30,  1982,  and  $700,000  for  the 

2 fiscal  year  ending  September  30,  1983. 

3 “(c)  Traineeships  and  fellowships  provided  under  this 

4 subsection  shall  include  such  stipends  and  allowances  (includ- 

5 ing  travel  and  subsistence  expenses  and  dependency 

6 allowances)  as  the  Director  may  deem  necessary. 

7 “national  advisory  board 

8 “Sec.  1805.  (a)(1)  There  is  established  a board  to  be 

9 known  as  the  National  Advisory  Board  on  Drug  Science 

10  (hereinafter  in  this  section  referred  to  as  the  ‘Board’).  The 

11  Board  shall  consult  with,  advise,  and  make  recommendations 

12  to  the  Director  with  respect  to  the  responsibilities  prescribed 

13  by  this  title,  and  shall  review  and  comment  upon  the  activi- 

14  ties  of  the  Center. 

15  “(2)  The  Board  shall  be  composed  of  fifteen  members 

16  appointed  by  the  Secretary,  four  of  whom  shall  be  appointed 

17  from  the  general  public  to  represent  the  consumers  of  health 

18  care.  In  determining  who  shall  be  a member  of  the  Board, 

19  the  Secretary  shall  solicit  recommendations  from  the  Nation- 

20  al  Academy  of  Science. 

21  “(b)(1)  Members  of  the  Board  shall  be  appointed  for  a 

22  term  of  three  years,  except  that  any  member  appointed  to  fill 

23  a vacancy  occurring  prior  to  the  expiration  of  the  term  for 

24  which  the  member’s  predecessor  was  appointed  shall  be  ap- 

25  pointed  for  the  remainder  of  such  term.  No  member  shall  be 
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1 removed,  except  for  cause.  Members  may  be  reappointed  to 

2 the  Board. 

3 “(2)  Members  of  the  Board  (other  than  members  who 

4 are  officers  or  employees  of  the  United  States),  while  attend- 

5 ing  meetings  or  conferences  thereof  or  otherwise  serving  on 

6 the  business  of  the  Board,  shall  be  entitled  to  receive  for  each 

7 day  (including  traveltime)  in  which  they  are  so  serving  the 

8 daily  equivalent  of  the  annual  rate  of  basic  pay  in  effect  for 

9 grade  GS-18  of  the  General  Schedule;  and  while  so  serving 

10  away  from  their  homes  or  regular  places  of  business.  All 

11  members  may  be  allowed  travel  expenses,  including  per  diem 

12  in  lieu  of  subsistence,  as  authorized  by  section  5703(b)  of  title 

13  5,  United  States  Code,  for  persons  in  the  Government  service 

14  employed  intermittently. 

15  “(c)  Section  14  of  the  Federal  Advisory  Committee  Act 

16  shall  not  apply  with  respect  to  the  Board.” . 

17  TITLE  III— ESTABLISHMENT  OF  THE  FOOD  AND 

18  DRUG  ADMINISTRATION 

19  ESTABLISHMENT 

20  Sec.  301.  (a)  There  is  established  within  the  Depart- 

21  ment  of  Health,  Education,  and  Welfare  an  agency  to  be 

22  know  as  the  Food  and  Drug  Administration  (hereinafter  re- 

23  ferred  to  as  the  “Administration”). 

24  (b)(1)  The  Administration  shall  be  headed  by  a Commis- 

25  sioner  who,  except  as  provided  in  paragraph  (2),  shall  be  ap- 
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1 pointed  by  the  President  by  and  with  the  advice  and  consent 

2 of  the  Senate.  The  Commissioner  shall  be  paid  at  a rate  pre- 

3 scribed  for  level  m of  the  Executive  Schedule  and  shall  be 

4 eligible  only  for  one  reappointment.  The  Commissioner  shall 

5 be  responsible  for  the  effective  administration  of  the  laws 

6 subject  to  the  jurisdiction  of  the  Administration. 

7 (2)  The  individual  who  on  the  date  of  enactment  of  this 

8 Act  holds  the  office  of  Commissioner  of  Food  and  Drugs, 

9 Department  of  Health,  Education,  and  Welfare,  shall  be  the 

10  initial  Commissioner  of  the  Administration  on  the  date  of  en- 

1 1 actment  of  this  Act. 

12  POWERS  OF  THE  COMMISSIONER 

13  Sec.  302.  The  Commissioner  is  authorized — 

14  (1)  to  direct  and  coordinate  the  activities  of  the 

15  Administration; 

16  (2)  to  select,  appoint,  or  employ  all  personnel  of 

17  the  Administration  and  direct  and  supervise  all  person- 

18  nel  so  selected,  appointed,  or  employed; 

19  (3)  to  employ  experts  and  consultants  in  accord- 

20  ance  with  section  3109  of  title  5,  United  States  Code, 

21  and  compensate  individuals  so  employed  for  each  day 

22  (including  traveltime)  at  rates  not  in  excess  of  the 

23  maximum  rate  of  pay  for  grade  GS-18  as  provided  in 

24  section  5332  of  title  5,  United  States  Code,  and,  while 

25  such  experts  and  consultants  are  so  serving  away  from 
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their  homes  or  regular  places  of  business,  to  pay  such 
employees  travel  expenses  and  per  diem  in  lieu  of  sub- 
sistence at  rates  authorized  by  section  5703  of  title  5, 
United  States  Code,  for  persons  in  Government  service 
employed  intermittently; 

(4)  to  appoint  advisory  committees  composed  of 
such  private  citizens  and  officials  of  the  Federal,  State, 
and  local  governments  pursuant  to  section  507  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act  or  as  the  Com- 
missioner deems  desirable  to  advise  the  Administration 
with  respect  to  functions  under  the  law  subject  to  its 
jurisdiction,  and  to  pay  such  members  (other  than  those 
regularly  employed  by  the  Federal  Government)  while 
attending  meetings  of  such  committees,  or  otherwise 
serving  at  the  request  of  the  Commissioner,  compensa- 
tion and  travel  expenses  at  the  rate  provided  for  in 
paragraph  (3)  with  respect  to  experts  and  consultants; 

(5)  to  promulgate  such  regulations  as  may  be  nec- 
essary or  appropriate  for  the  efficient  implementation 
and  enforcement  of  the  laws  subject  to  the  jurisdiction 
of  the  Administration; 

(6)  to  make  such  investigations  as  the  Commis- 
sioner deems  necessary  to  determine  whether  any 
person  has  violated  any  provision  of  the  laws  subject  to 
the  jurisdiction  of  the  Administration; 
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(7)  to  utilize,  with  their  consent,  the  services,  per- 
sonnel, and  facilities  of  other  Federal  agencies  and  of 
State  and  private  agencies  and  instrumentalities  with 
or  without  reimbursement  therefor; 

(8)  to  enter  into  and  perform  such  contracts, 
leases,  cooperative  agreements,  grants,  or  other  trans- 
actions as  the  Commissioner  may  deem  appropriate, 
with  any  agency,  or  instrumentality  of  the  United 
States,  or  with  any  State,  Commonwealth,  territory,  or 
possession,  or  any  political  subdivision  thereof,  or  with 
any  public  or  private  person,  firm,  association,  corpora- 
tion, independent  testing  laboratory,  or  institution; 

(9)  to  accept  gifts  and  voluntary  and  uncompen- 
sated services  on  behalf  of  the  Administration  for  use 
in  carrying  out  the  laws  subject  to  the  jurisdiction  of 
the  Administration,  notwithstanding  the  provisions  of 
section  665(b)  of  title  31,  United  States  Code; 

(10)  to  plan,  design,  and  construct  such  research 
or  test  facilities  as  may  be  necessary  to  carry  out  the 
purposes  of  the  laws  subject  to  his  jurisdiction,  (A) 
after  fully  utilizing  the  personnel,  facilities,  and  other 
technical  support  available  in  other  Federal  agencies, 
(B)  when  authorized  by  the  Congress  to  plan,  design, 
and  construct  such  facilities,  and  (C)  subject  to  the  ap- 
propriation of  funds  for  this  purpose  by  the  Congress; 
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(11)  to  designate  representatives  to  serve  or  assist 
on  such  committees  as  the  Commissioner  may  deter- 
mine to  be  necessary  or  appropriate  to  maintain  effec- 
tive liaison  with  Federal  agencies  and  with  State  and 
local  agencies  and  independent  bodies  carrying  out  pro- 
grams and  activities  related  to  the  protection  of  con- 
sumers against  injury  resulting  from  the  use  of  prod- 
ucts subject  to  the  jurisdiction  of  the  Administration; 

(12)  to  offer  training  in  product  safety  investiga- 
tion and  test  methods,  and  assist  public  and  private  or- 
ganizations, administratively  and  technically,  in  the  de- 
velopment of  safety  standards  and  test  methods; 

(13)  to  conduct  research,  testing,  and  preclinical 
and  clincial  investigations  directly  related  to  the  imple- 
mentation and  enforcement  of  the  laws  under  the  juris- 
diction of  the  Administration,  and  for  these  purposes  to 
award  grants  and  to  enter  into  contracts  for  such  re- 
search, and  to  obtain  materials  without  regard  to  sec- 
tions 3648  and  3709  of  the  Revised  Statutes  (31 
U.S.C.  539;  41  U.S.C.  5); 

(14)  to  undertake  such  other  activities  as  are  nec- 
essary to  carry  out  the  duties  of  the  Commissioner 
under  the  laws  subject  to  the  jurisdiction  of  the  Admin- 
istration, including  those  enumerated  in  other  sections 
of  such  laws; 


1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 


83 


77 

(15)  to  delegate  any  of  the  functions  and  duties  of 
the  Commissioner  under  the  laws  subject  to  the  juris- 
diction of  the  Administration  to  other  officers  or  em- 
ployees of  the  Administration; 

(16)  to  develop  ways  to  actively  encourage  and 
promote  the  discovery  and  development  of  new  ther- 
apies in  the  United  States; 

(17)  to  cooperate  with  the  compilers  of  the  official 
compendium  and  to  provide  them  with  information  con- 
cerning the  characteristics  of  drugs;  and 

(18)  upon  request,  to  provide  technical  assistance 
to  the  government  of  a foreign  country  regarding  the 
analysis  of  drug  benefits  and  risks. 

DUTIES  OF  THE  COMMISSIONER 

Sec.  303.  Duties  of  the  Commissioner. — The 
Commissioner  shall — 

(1)  enforce  the  laws  which  the  Commissioner  is 
required  under  this  Act  to  administer; 

(2)  publish  notice  of  any  proposed  public  hearing 
in  the  Federal  Register,  and  afford  a reasonable  oppor- 
tunity for  all  interested  persons  to  present  relevant  tes- 
timony and  data; 

(3)  upon  request,  provide  technical  assistance  on 
legislative  proposals  directly  to  committees  of  Con- 
gress; 
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(4)  establish  a capability  within  the  Administra- 
tion to  engage  in  product  evaluation  and  benefit  versus 
risk  analysis; 

(5)  establish  an  interdisciplinary  epidemiology  ca- 
pability and  undertake  investigations  to  facilitate  regu- 
latory decisionmaking  and  to  assist  in  product  evalua- 
tion and  benefit  versus  risk  analysis; 

(6)  establish  a scientific  capability  within  the  Ad- 

0 

ministration  to  assist  in  product  evaluation,  risk  versus 
benefit  analysis,  hazard  detection,  test  method  develop- 
ment, and  quality  control  requirements;  and 

(7)  utilize  field  operations  to  conduct  product  eval- 
uation, facilitate  detection  of  conditions  associated  with 
products  subject  to  the  jurisdiction  of  the  laws  which 
the  Commissioner  is  to  administer  which  products 
might  lead  to  disease,  injury,  or  death,  to  monitor  com- 
pliance with  required  levels  of  safety  performance,  to 
report  violations,  and  to  assist  in  any  enforcement 
action  taken  by  him. 

AUTHORITY  TO  INITIATE  LEGAL  ACTIONS 
Sec.  304.  Notwithstanding  any  other  provision  of  law, 
the  Commissioner  may  initiate,  defend,  or  appeal  any  civil 
court  action  arising  under  or  in  the  administration  of  the  Fed- 
eral Food,  Drug,  and  Cosmetic  Act  (21  U.S.C.  301)  or  any 
acts  administered  by  the  Commissioner  through  the  General 
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1 Counsel  of  the  Administration  or  through  the  Attorney  Gen- 

2 eral  or  appropriate  United  States  Attorney. 

3 CONFLICT  OF  INTEREST 

4 Sec.  305.  (a)  A consultant  shall,  within  ten  days  prior 

5 to  appointment,  make  a complete  public  disclosure,  in  such 

6 form  and  manner  as  the  Commissioner  may,  by  regulation, 

7 require,  of  financial  information,  including  information  per- 

8 tabling  to  whether  such  consultant  is  currently  working  or 

9 has  worked  with  any  person  who  has  filed  an  application 

10  under  section  505  of  the  Federal  Food,  Drug,  and  Cosmetic 

11  Act.  Such  disclosure  shall  include  the  name  and  address  of 

12  each  such  person,  the  type  of  work,  and  the  specific  drug 

13  with  which  such  consultant  was  involved.  Failure  to  file  a 

14  disclosure  statement  required  by  this  subsection  shall  result 

15  in  the  disqualification  of  the  proposed  appointee. 

16  (b)  A consultant  shall  not  participate  in  or  be  present  at, 

17  or  influence,  any  activities  of  the  Administration  with  regard 

18  to  any  interest  of  any  person  with  whom  such  consultant  is 

19  currently  working  or  has  worked  for  within  a three-year 

20  period  prior  to  appointment. 

21  (c)  For  purposes  of  this  section,  a “consultant”  means  a 

22  member  of  an  advisory  board  or  committee  established  by  the 

23  Administration,  an  employee  of  the  Administration,  or  an  in- 

24  dividual  who  receives  remuneration  from  the  Administration 

25  and  is  not  an  employee  of  the  Administration. 
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1 TRANSFER  OF  FUNCTIONS,  POWERS,  AND  DUTIES 

2 Sec.  306.  (a)  The  functions,  powers,  and  duties  vested 

3 in  the  Secretary  of  Health,  Education,  and  Welfare  (herein- 

4 after  referred  to  as  the  “Secretary”)  under  the  Federal  Food, 

5 Drug,  and  Cosmetic  Act  (21  U.S.C.  301),  the  Federal 

6 Import  Milk  Act  (21  U.S.C.  141),  the  Tea  Importation  Act 

7 (21  U.S.C.  41)  pursuant  to  section  12  of  Reorganization  Plan 

8 Numbered  4 of  1940  and  Reorganization  Plan  Numbered  1 

9 of  1953,  including  authority  to  administer  oaths  vested  in  the 

10  Secretary  of  Agriculture  by  section  2217  of  title  7,  United 

11  States  Code,  are  transferred  to  the  Commissioner. 

12  (b)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

13  retary  under  the  Virus,  Serum,  and  Toxin  Act  of  1913  (21 

14  U.S.C.  151-158)  and  the  Fair  Packaging  and  Labeling  Act 

15  (15  U.S.C.  1451)  are  transferred  to  the  Commissioner. 

16  (c)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

17  retary  under  section  301  (research  and  investigation);  section 

18  307  (international  cooperation);  section  310  (health,  educa- 

19  tion,  and  information);  section  311  (Federal-State  coopera- 

20  tion);  and  section  314(f)  (interchange  of  personnel  with 

21  States)  of  the  Public  Health  Service  Act  (42  U.S.C.  241, 

22  2411,  242o,  243,  and  246(f))  insofar  as  such  sections  relate  to 

23  food,  drugs,  devices,  cosmetics,  electronic  products,  and  other 

24  products  or  activities  subject  to  the  jurisdiction  of  the  Com- 

25  missioner  are  transferred  to  the  Commissioner. 
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1 (d)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

2 retary  under  section  361  of  the  Public  Health  Service  Act 

3 (42  U.S.C.  264)  concerning  the  following  products  and  activ- 

4 ities:  interstate  travel  sanitation,  food  (including  milk  and 

5 food  service  sanitation  and  shellfish  sanitation);  and  cosmetics 

6 are  transferred  to  the  Commissioner. 

7 (e)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

8 retary  under  section  409(b)  of  the  Federal  Meat  Inspection 

9 Act  (21  U.S.C.  679(b))  which  relate  to  the  detention  of  any 

10  carcass,  part  thereof,  meat,  or  meat  product  of  cattle,  sheep, 

11  swine,  goats,  or  equines  are  transferred  to  the  Commissioner. 

12  (f)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

13  retary  under  section  24(b)  of  the  Poultry  Products  Inspection 

14  Act  (21  U.S.C.  467f(b))  which  relate  to  the  detention  of  any 

15  poultry  carcass,  part  thereof,  or  poultry  product  are  trans- 

16  ferred  to  the  Commissioner. 

17  (g)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

18  retary  under  the  Egg  Products  Inspection  Act  (21  U.S.C. 

19  1031)  are  transferred  to  the  Commissioner. 

20  (h)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

21  retary  by  amendments  to  the  foregoing  statutes  subsequent  to 

22  Reorganization  Plan  Numbered  1 of  1953  are  transferred  to 

23  the  Commissioner. 

24  (i)  The  functions,  powers,  and  duties  of  the  Secretary 

25  under  section  501  of  the  Public  Health  Service  Act  (42 
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1 U.S.C.  219)  to  accept  offers  of  unconditional  gifts,  of  other 

2 than  real  property,  provided  such  gifts  are  of  $1,000  value  or 

3 less  and  the  total  costs  associated  with  acceptance  of  proper- 

4 ty  will  not  exceed  the  cost  of  purchasing  a similar  item  and 

5 the  cost  of  normal  care  and  maintenance  are  transferred  to 

6 the  Commissioner. 

7 (j)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

8 retary  under  Executive  Order  11490,  sections  1103(5),  and 

9 those  portions  of  sections  1103(1),  1103(3),  1103(4),  3001(2), 

10  3001(3),  3002(1),  3002(2),  3002(3),  3004,  and  3009  which 

11  relate  to  food,  drugs,  and  biologies  are  transferred  to  the 

12  Commissioner. 

13  (k)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

14  retary  under  the  second  sentence  of  section  309  of  the  Public 

15  Health  Service  Act  (42  U.S.C.  242n)  related  to  the  functions 

16  of  the  Food  and  Drug  Administration  (hereinafter  referred  to 

17  as  the  “Administration”),  are  transferred  to  the  Commis- 

18  sioner. 

19  (1)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

20  retary  of  Health,  Education,  and  Welfare  under  sections  354 

21  through  360F  of  the  Public  Health  Service  Act  (42  U.S.C. 

22  263b  through  263n)  which  relate  to  electronic  product  radi- 

23  ation  control  are  transferred  to  the  Commissioner. 

24  (m)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

25  retary  under  sections  351  and  352  of  the  Public  Health  Serv- 
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1 ice  Act  (42  U.S.C.  262  and  263)  which  relate  to  biological 

2 products  are  transferred  to  the  Commissioner. 

3 (n)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

4 retary  pertaining  to  section  303  of  the  Public  Health  Service 

5 Act  (42  U.S.C.  242a)  which  relate  to  the  authorization  of 

6 persons  engaged  in  research  on  the  use  and  effect  of  drugs  to 

7 protect  the  identity  of  their  research  subjects  with  respect  to 

8 drugs  for  which  a notice  of  claimed  exemption  for  an  investi- 

9 gational  new  drug  is  filed  with  the  Administration  are  trans- 

10  f erred  to  the  Commissioner. 

11  (o)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

12  retary  pertaining  to  section  4 of  the  Comprehensive  Drug 

13  Abuse  Prevention  and  Control  Act  of  1970  (84  Stat.  1241) 

14  which  relate  to  the  determination  of  the  safety  and  effective- 

15  ness  of  drugs  or  to  approve  new  drugs  to  be  used  in  the 

16  treatment  of  narcotic  addicts  are  transferred  to  the 

17  Commissioner. 

18  (p)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

19  retary  pertaining  to  section  302(a)  of  the  Public  Health  Serv- 

20  ice  Act  ( 42  U.S.C.  242(a))  which  relate  to  the  determination 

21  and  reporting  requirements  with  respect  to  the  medicinal  and 

22  scientific  requirements  of  the  United  States  for  controlled 

23  substances  are  transferred  to  the  Commissioner. 

24  (q)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

25  retary  pertaining  to  section  303(f)  of  the  Controlled  Sub- 
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1 stances  Act  (21  U.S.C.  823(f))  which  relate  to  the  determina- 

2 tion  of  the  qualifications  and  competency  of  practitioners 

3 wishing  to  conduct  research  with  controlled  substances  listed 

4 in  schedule  I of  the  Act,  and  the  merits  of  the  research  proto- 

5 col  are  transferred  to  the  Commissioner. 

6 (r)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

7 retary  pertaining  to  provisions  of  the  Controlled  Substances 

8 Act  (21  U.S.C.  801)  which  relate  to  the  administration  of  the 

9 Federal  Food,  Drug,  and  Cosmetic  Act  are  transferred  to  the 

10  Commissioner. 

11  (s)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

12  retary  under  section  362  of  the  Public  Health  Service  Act 

13  (42  U.S.C.  265)  which  relate  to  the  prohibition  of  the  intro- 

14  duction  into  the  United  States  of  food,  drugs,  cosmetics,  de- 

15  vices,  and  electronic  products  and  other  items  or  products 

16  regulated  by  the  Administration  when  it  is  determined  that 

17  such  prohibition  is  required  in  the  interest  of  public  health  or 

18  when  such  functions  relate  to  the  law  enforcement  functions 

19  of  the  Administration  are  transferred  to  the  Commissioner. 

20  (t)  The  functions,  powers,  and  duties  vested  in  the  Sec- 

21  retary  by  amendments  to  the  foregoing  statutes  subsequent  to 

22  Reorganization  Plan  Numbered  1 of  1953  are  transferred  to 

23  the  Commissioner. 

24  “(u)  Any  functions,  powers,  and  duties  vested  in  the 

25  Secretary  by  any  other  regulation,  order,  rule,  or  statute  not 
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1 named  in  this  section  which  relate  primarily  to  the  functions 

2 established  under  the  provisions  of  this  Act  are  transferred  to 

3 the  Commissioner. 

4 (v)  The  Secretary  may  by  regulation  delegate  such  addi- 

5 tional  functions  to  the  Commissioner  as  he  from  time  to  time 

6 deems  appropriate. 

7 TRANSFER  OF  PERSONNEL,  ET  CETERA 

8 Sec.  307.  All  personnel,  property,  records,  obligations, 

9 commitments,  and  unexpended  balances  of  appropriations, 

10  and  other  funds,  which  are  used  primarily  with  respect  to  any 

11  office,  bureau,  or  function  transferred  under  the  provisions  of 

12  this  Act  are  transferred  to  the  Commissioner  of  the  Food  and 

13  Drug  Administration.  The  transfer  of  personnel  pursuant  to 

14  this  Act  shall  be  without  reduction  in  classification  or  com- 

15  pensation  for  one  year  after  such  transfer  and  this  provision 

16  shall  not  be  construed  to  impair  the  authority  of  the  Commis- 

17  sioner  to  assign  personnel  during  this  period  to  carry  out  the 

18  functions  of  the  Administration  most  effectively. 

19  SINGLE  CAMPUS 

20  Sec.  308.  Within  five  years  of  the  date  of  enactment  of 

21  this  Act,  the  Commissioner  shall,  to  the  extent  practicable, 

22  centralize  all  the  facilities  of  the  Administration  into  a single 

23  location,  excluding  such  regional  facilities  and  project  sites  as 

24  the  Commissioner  deems  necessary. 
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1 SAVINGS  PROVISION 

2 Sec.  309.  All  laws  relating  to  any  office,  agency, 

3 bureau,  or  function  transferred  under  this  title,  insofar  as 

4 such  laws  are  applicable,  remain  in  full  force  and  effect.  Any 

5 orders,  rules,  regulations,  permits,  or  other  privileges  made, 

6 issued,  or  granted  by  any  office,  agency,  or  bureau  or  in  con- 

7 nection  with  any  function  transferred  by  this  title,  and  in 

8 effect  at  the  time  of  the  transfer,  shall  continue  in  effect  to 

9 the  same  extent  as  if  such  transfer  had  not  occurred  until 

10  modified,  superseded,  or  repealed.  No  suit,  action,  or  other 

11  proceeding  lawfully  commenced  by  or  against  any  office, 

12  agency,  or  bureau  or  any  officer  of  the  United  States  acting 

13  in  his  official  capacity  shall  ^bate  by  reason  of  any  transfer 

14  made  pursuant  to  this  title,  but  the  court,  on  motion  or  sup- 

15  plemental  petition  filed  at  any  time  within  twelve  months 

16  after  such  transfer  takes  effect,  showing  a necessity  for  a 

17  survival  of  such  suit,  action,  or  other  proceeding  to  obtain  a 

18  settlement  of  the  questions  involved,  may  allow  the  same  to 

19  be  maintained  by  or  against  the  appropriate  office,  agency, 

20  bureau,  or  officer  of  the  United  States. 

21  MISCELLANEOUS 

22  Sec.  310.  (a)(1)  Section  5315  of  title  5,  United  States 

23  Code,  is  amended  by  adding  at  the  end  thereof  the  following 

24  new  paragraph: 
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‘‘(108)  Commissioner,  Food  and  Drug  Administra- 
tion.”. 

(2)  Section  5316(43)  of  such  title  is  repealed. 

(b)  Section  5316  of  such  title  is  amended  by  adding  at 
the  end  thereof  the  following  new  paragraph: 

“(140)  General  Counsel,  Food  and  Drug  Adminis- 
tration.”. 

(c) (1)  The  Filled  Milk  Act  (21  U.S.C.  61-63)  is  re- 
pealed. 

(2)  The  Federal  Caustic  Poison  Act  (44  U.S.C.  1406)  is 
repealed. 

(d)  Section  351(f)  of  the  Public  Health  Service  Act  is 
amended  to  read  as  follows: 

“(f)  A violation  of  this  Act  shall  be  deemed  a prohibited 
act  under  section  301  of  the  Federal  Food,  Drug,  and  Cos- 
metic Act,  and  be  subject  to  the  provisions  of  chapter  HE  of 
said  Act.”. 
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[From  the  Congressional  Record,  Tuesday,  May  15,  1979] 

Schweiker  Introduces  Drug  Regulation  Reform  Legislation 

By  Mr.  Schweiker:  S.  1138.  A bill  to  amend  the  Federal  Food,  Drug,  and  Cosmetic 
Act  to  encourage  the  prompt  approval  of  safe  and  effective  drugs  for  human  use;  to 
the  Committee  on  Labor  and  Human  Resources. 

DRUG  REGULATION  IMPROVEMENT  ACT  OF  1979 

Mr.  Schweiker.  Mr.  President,  drugs  are  a vital,  cost-effective  part  of  medical 
care  in  the  United  States.  The  proper  use  of  safe  and  effective  medicines  has  saved 
many  lives,  prevented  serious  disability  and  contributed  to  substantial  reductions  in 
the  need  for  costly  hospital  care,  yet  for  many  Americans,  satisfactory  drug  therapy 
is  not  available.  New  drugs,  or  drugs  with  fewer  serious  adverse  effects  need  to  be 
developed  by  researchers  and  the  pharmaceutical  industry  and  approved  by  the  food 
and  Drug  Administration. 

Today  I am  introducing  new  legislation  aimed  at  improving  the  administration  of 
our  Nation’s  drug  laws  and  encouraging  the  development  of  new,  safe  and  effective 
drugs  to  treat  illnesses.  The  Drug  Regulation  Improvement  Act  of  1979  is  not 
designed  as  a comprehensive  overhaul  of  the  drug  laws,  as  has  been  proposed  by  the 
Carter  administration.  Rather,  the  bill  focuses  specifically  on  the  need  to  encourage 
innovative  research  and  expedite  the  drug  approval  process,  in  ways  that  are 
consistent  with  the  protection  of  the  public  health  and  the  safety  of  participants  in 
drug  research  investigations. 

One  important  feature  of  the  Drug  Regulation  Improvement  Act  is  the  series  of 
provisions  which  begin  to  “deregulate”  the  early  stages  of  drug  research,  a concept 
pioneered  by  former  Representative  Paul  Rogers  during  the  95th  Congress  in  his 
role  as  chairman  of  the  House  of  Representatives  Subcommittee  on  Health  and  the 
Environment.  The  earliest  stages  of  drug  testing  are  in  many  ways  the  most 
important,  because,  they  determine  which  new  drugs  will  be  developed.  Only  about 
1 in  10  of  the  drugs  that  are  tested  is  selected  for  further  study  and  ultimately 
submitted  to  FDA  for  approval.  Experience  shows  that  the  early  stages  of  research 
are  also  the  safest. 

Under  the  terms  of  my  bill,  the  FDA  will  in  the  future  regulate  such  research 
investigations  only  in  order  to  ensure  the  health  and  safety  of  human  research 
subjects,  and  will  not  become  involved  in  assessing  the  design  of  these  preliminary 
studies.  Drug  developers  will  also  have  the  option  of  bypassing  the  FDA  and  obtain- 
ing authorization  to  proceed  with  the  research  from  the  institution  where  the  study 
is  to  be  conducted,  if  that  institution  has  met  certain  requirements  and  has  been 
authorized  by  FDA  to  review  and  grant  approval  for  the  type  of  research  that  is 
proposed.  By  providing  for  institutional,  rather  than  Federal  review  of  these  early 
investigations  of  new  drugs,  the  bill  allows  drug  investigators  to  do  a quick,  prelimi- 
nary screen  and  determine  which  drugs  are  most  promising  and  merit  further 
development.  After  a decision  is  made  on  the  basis  of  the  early  tests,  the  require- 
ments of  existing  law  with  respect  to  drug  investigations  would  come  into  play.  The 
bill  would  not  alter  the  standards  governing  the  ultimate  approvability  of  the  drug. 

Another  provision  of  the  bill  is  designed  to  facilitate  the  early  stages  of  drug 
research  by  providing  for  the  timely  resolution  of  scientific  questions  which  may 
arise.  Representatives  of  the  drug  developer  will  have  the  opportunity  to  meet  and 
discuss  the  problem  with  FDA  officials.  If  no  agreement  is  reached,  a review  of  the 
issues  by  an  expert  advisory  committee  is  provided  for,  upon  request  of  the  drug 
sponsor. 

The  second  major  feature  of  the  bill  deals  with  procedures  for  FDA  review  and 
approval  of  a drug  after  all  the  testing  has  been  completed  and  a final  application 
for  marketing  has  been  submitted.  Under  current  procedures,  as  many  as  200 
volumes  of  data  and  individual  case  reports  must  be  submitted  to  FDA.  If  everyone 
at  the  FDA  spent  all  their  working  hours  reviewing  this  material,  there  would  not 
even  be  enough  time  to  turn  all  the  pages,  let  alone  carefully  evaluate  the  data.  For 
this  reason,  my  bill  envisions  greater  use  of  detailed  summaries  as  a basic  for  drug 
approval.  These  summaries  would  provide  FDA  with  all  the  information  it  needs  to 
evaluate  whether  or  not  the  drug  can  be  approved  as  safe  and  effective  for  human 
use.  The  bill  would  not  deny  FDA  reviewers  access  to  the  raw  data,  however,  since 
it  may  be  necessary  to  check  the  summary  against  samples  of  the  data  or  to 
examine  pivotal  study  data  in  greater  detail.  Use  of  summaries  is  already  gaining 
advocates  within  the  FDA  and  is  common  procedure  in  many  developed  countries. 
The  bill  makes  it  clear  that  submission  of  a summary  which  is  materially  false  or 
misleading  is  an  offense  punishable  by  criminal  penalties  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act. 
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The  bill  clarifies  the  time  limits  in  existing  law,  stating  plainly  that  the  180-day 
statutory  time  limit  for  FDA  to  come  to  a decision  on  a drug  applies  not  only  to  the 
original  application,  but  also  to  any  supplemental  application  which  is  submitted  to 
FDA.  It  also  contains  provisions  clarifying  the  responsibilities  of  drug  reviewers. 

Within  30  days  after  an  application  for  drug  approval  is  received,  the  sponsor  will 
be  notified  of  the  names  of  the  reviewers  who  will  be  in  charge  of  the  application. 
The  reviewers  will  work  simultaneously  to  complete  all  required  medical,  statistical, 
pharmacological,  chemical  and  manufacturing,  and  bioavailability  reviews  within 
the  statutory  time  limit  of  180  days,  unless  a longer  period  is  agreed  upon  by  the 
FDA  and  the  applicant  for  drug  approval. 

In  addition,  the  bill  gives  the  drug  sponsor  the  right  to  request  a review  of  any 
questions  relating  to  the  approvability  of  the  drug  by  an  advisory  committee  com- 
posed of  representatives  of  consumer  and  health  care  provider  interests  and  scientif- 
ic experts.  The  advisory  committee  will  submit  its  findings  in  writing,  and  the 
Secretary  of  the  Department  of  Health,  Education,  and  Welfare  will  be  required  to 
respond  to  the  advisory  committee’s  findings  when  issuing  a final  order  to  approve 
or  disapprove  the  drug. 

Lastly,  my  bill  addresses  the  problem  of  drugs  which  have  been  approved  for 
marketing  since  1962.  Although  the  situation  is  somewhat  confused  in  the  wake  of 
recent  court  decisions,  the  Food  and  Drug  Administration  has  interpreted  existing 
law  to  require  duplication  of  effort  by  a second  manufacturer  who  wishes  to  market 
a post-1962  drug.  Even  after  the  patent  on  a drug  expires,  if  a second  company  plans 
to  market  a so-called  generically  equivalent  drug,  it  is  required  to  demonstrate  all 
over  again  that  the  drug  is  safe  and  effective. 

Compelling  second  manufacturers  to  reinvent  the  wheel  obviously  entails  high 
costs  and  inhibits  competition,  while  at  the  same  time  it  may  be  ethically  question- 
able to  conduct  tests  in  human  beings  when  we  know  that  a safe  and  effective  drug 
is  available.  This  duplicate  testing  is  not  now  required  for  drugs  which  were  ap- 
proved by  FDA  before  1962,  nor  is  it  required  for  antibiotics. 

My  bill  attempts  to  alleviate  the  burden  that  current  law,  as  now  interpreted,  has 
placed  on  drug  manufacturers  and  on  competition  in  the  drug  industry  by  allowing 
FDA  to  establish  an  abbreviated  application  procedure,  like  that  which  is  now  used 
for  pre-1962  drugs,  for  post-1962  drugs  which  have  been  on  the  market  for  at  least  5 
years.  This  provision  should  also  free  FDA  resources  and  allow  FDA  reviewers  more 
time  to  concentrate  on  speedy  approval  of  truly  innovative  new  drugs. 

The  abbreviated  procedure  outlined  in  my  bill  contains  safeguards  to  insure  that 
the  drugs  in  question  will  indeed  be  equivalent  to  the  originally  approved  drug.  The 
second  manufacturer  would  have  to  meet  standards  of  strength,  quality,  purity  and 
bioavailability  and  to  submit  all  the  other  required  information  on  manufacturing 
and  product  composition  as  part  of  the  abbreviated  application  process.  In  many 
cases,  particularly  with  respect  to  oral  dosage  forms,  this  will  require  some  human 
testing.  However,  the  second  manufacturer  will  no  longer  have  to  prove  that  the 
drug  is  safe  and  effective:  he  will  simply  have  to  demonstrate  that  his  product  is 
equivalent  to  the  drug  that  FDA  has  already  approved  as  safe  and  effective. 

Taken  together,  I believe  the  provisions  of  this  bill  will  help  alleviate  some  of  the 
unnecessary  delays  which  have  impeded  drug  development  and  approval  under  the 
current  law.  Later  this  week,  the  Senate  Subcommittee  on  Health  and  Scientific 
Research,  on  which  I serve  as  ranking  Republican,  will  be  addressing  these  and 
other  issues  related  to  drug  regulatory  reform  in  public  hearings.  I look  forward  to 
receiving  witnesses’  observations  on  my  bill  as  the  subcommittee  begins  its  consider- 
ation of  drug  bills  during  the  96th  Congress.  I plan  to  work  closely  with  the 
members  of  the  subcommittee  in  an  effort  to  develop  legislation  which  will  be  in  the 
best  interest  of  all  Americans  who  use  drugs  or  who  suffer  from  health  problems  for 
which  the  development  of  new  drugs  is  urgently  needed. 

Mr.  President,  I ask  unanimous  consent  that  the  Drug  Regulation  Improvement 
Act  be  printed  in  the  Record  at  this  point,  along  with  a brief  fact  sheet  outlining 
some  of  the  major  points  of  the  bill. 
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6th  congress  q 1 1 OO 

1st  Session  AX 

To  amend  the  Federal  Food,  Drug,  and  Cosmetic  Act  to  encourage  the  prompt 
approval  of  safe  and  effective  drugs  for  human  use. 


IN  THE  SENATE  OF  THE  UNITED  STATES 

May  15  Oegislative  day,  April  9),  1979 

Mr.  Schweiker  introduced  the  following  bill;  which  was  read  twice  and  referred 
to  the  Committee  on  Labor  and  Human  Resources 


A BILL 

To  amend  the  Federal  Food,  Drug,  and  Cosmetic  Act  to  encour- 
age the  prompt  approval  of  safe  and  effective  drugs  for 
human  use. 

1 Be  it  enacted  by  the  Senate  and  House  of  Representa- 

2 tives  of  the  United  States  of  America  in  Congress  assembled , 

3 short  title;  reference  to  act 

4 Section  1.  (a)  This  Act  may  be  cited  as  the  “Drug 

5 Regulation  Improvement  Act  of  19 79”. 

6 (b)  Whenever  in  this  Act  an  amendment  or  repeal  is 

7 expressed  in  terms  of  an  amendment  to,  or  repeal  of,  a sec- 

8 tion  or  other  provision,  the  reference  shall  be  considered  to 
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1 be  made  to  a section  or  other  provision  of  the  Federal  Food, 

2 Drug,  and  Cosmetic  Act  unless  otherwise  indicated. 

3 (c)  Whenever  in  the  amendments  made  by  this  Act  the 

4 title  “Secretary”  is  used,  the  reference  shall  be  considered  to 

5 be  made  to  the  Secretary  of  the  Department  of  Health,  Edu- 

6 cation,  and  Welfare  unless  otherwise  indicated. 

7 SUBMISSION  OF  SUMMARIES  OF  DRUG  INVESTIGATIONS 

8 Sec.  2.  (a)  Section  301  is  amended  by  adding  the  fol- 

9 lowing  new  subsection  (s)  at  the  end: 

10  “(s)  The  submission  of  any  report,  summary  or  other 

11  information  required  under  section  505  which  is  false  or  mis- 

12  leading  in  any  material  respect.”. 

13  (b)  Section  505(b)  is  amended — 

14  (1)  by  inserting  “(1)”  after  “(b)”; 

15  (2)  by  striking  “Such  persons  shall  submit  to  the 

16  Secretary  as  a part  of  the  application  (1)  full  reports  of 

17  investigations  which  have  been  made  to  show  whether 

18  or  not  such  drug  is  safe  for  use  and  whether  such  drug 

19  is  effective  in  use;”,  and  inserting  in  lieu  thereof  the 

20  following:  “Such  application  shall  include,  as  pre- 

21  scribed  by  the  Secretary,  (A)(i)  full  reports  of  the  in- 

22  vestigations  that  have  been  conducted  in  order  to  show 

23  whether  or  not  such  drug  is  safe  for  use  and  whether 
such  drug  is  effective  in  use,  or  (ii)  a comprehensive 
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1 in  such  form  as  the  Secretary  may  prescribe,  including 

2 a detailed  description  of  each  investigation  undertaken, 

3 and  tables,  compilations,  and  analyses  of  all  data  and 

4 information  obtained  from  each  investigation  relevant 

5 to  the  evaluation  of  the  safety  and  effectiveness  of  the 

6 drug;”; 

7 (3)  by  renumbering  paragraphs  (2),  (3),  (4),  (5), 

8 and  (6)  as  subparagraphs  (B),  (C),  (D),  (E),  and  (F); 

9 and 

10  (4)  by  inserting  the  following  new  paragraph  at 

11  the  end  thereof: 

12  “(2)  Submission  of  a summary  under  paragraph 

13  (l)(A)(ii),  shall  not  limit  the  access  of  the  Secretary  to  full 

14  reports  of  investigations  as  described  in  paragraph  (l)(A)(i). 

15  In  the  event  that  a summary  is  submitted,  the  Secretary  may 

16  require  the  applicant  to  submit  additional  information,  includ- 

17  ing  full  reports  of  some  or  all  of  the  investigations  described 

18  in  paragraph  (l)(A)(i),  if  he  determines  that  such  information 

19  is  necessary  to  make  a determination  as  to  whether  the 

20  grounds  for  denying  approval  under  subsection  (d)  apply.”. 

21  ADVISORY  COMMITTEE  REVIEW 

22  Sec.  3.  (a)  Section  505(c)  is  amended  to  read  as  follows: 

23  “(c)(1)  Not  later  than  thirty  days  after  the  filing  of  an 

24  application  under  this  subsection,  the  Secretary  shall  notify 

25  the  applicant  of  the  names  of  those  individuals  that  shall  be 
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1 responsible  for  reviewing  the  data  and  information  contained 

2 in  the  application.  All  required  reviews  shall  be  completed 

3 within  the  time  specified  in  paragraph  (2)  and,  to  the  maxi- 

4 mum  extent  feasible,  shall  be  conducted  concurrently. 

^ 5 “(2)  Within  one  hundred  and  eighty  days  after  the  filing 

6 of  any  application  under  this  subsection,  or  such  additional 

7 period  as  may  be  agreed  upon  by  the  Secretary  and  the  appli- 

8 cant,  the  Secretary  shall — 

9 “(A)  approve  the  application  if  he  then  finds  that 

10  none  of  the  grounds  for  denying  approval  specified  in 

11  subsection  (d)  applies;  or 

12  “(B)(i)  give  the  applicant  notice  of  an  opportunity 

13  for  a hearing  before  the  Secretary  under  subsection  (d) 

14  on  the  question  whether  such  application  is  approvable, 

15  subject  to  the  provisions  of  paragraph  (3);  and 

16  “(ii)  give  the  applicant  notice  of  an  opportunity  to 

17  request  a review  under  subsection  (d)  before  an  adviso- 

18  ry  committee  appointed  by  the  Secretary  on  the  ques» 

19  tion  of  whether  the  application  is  approvable,  subject 

20  to  the  provisions  of  paragraph  (4). 

21  “(3)  If  the  applicant  elects  to  accept  the  opportunity  for 

22  a hearing,  or  a hearing  and  a review,  he  shall  make  such 

23  election  by  written  request  within  thirty  days  after  notice  by 

24  the  Secretary,  and  such  hearing  shall  commence  not  more 

25  than  ninety  days  after  the  expiration  of  such  thirty  days, 
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unless  the  Secretary  and  the  applicant  otherwise  agree.  Any 
such  hearing  shall  thereafter  be  conducted  on  an  expedited 
basis,  and  the  Secretary’s  order  thereon  shall  be  issued 
within  ninety  days  after  the  date  fixed  by  the  Secretary  for 
filing  final  briefs. 

“(4)(A)  If  the  applicant  elects  to  request  a review,  he 
shall  make  such  election  by  written  request  within  thirty 
days  after  the  notice  by  the  Secretary,  and  such  review  shall 
commence  not  more  than  ninety  days  after  the  expiration  of 
such  thirty  days,  unless  the  Secretary  and  the  applicant  oth- 
erwise agree.  Any  such  review  shall  thereafter  be  conducted 
on  an  expedited  basis.  The  findings  of  the  advisory  committee 
shall  be  submitted  to  the  Secretary  in  writing,  and  the  Secre- 
tary shall  set  forth  a written  response  to  such  findings. 

“(B)  An  advisory  committee  shall  be  composed  of  repre- 
sentatives of  consumer  and  health  care  provider  interests  and 
scientific  experts  who  are  qualified  by  experience  and  train- 
ing to  evaluate  the  risks  and  benefits  of  drugs. 

“(C)  Upon  agreement  by  the  applicant  and  the  Secre- 
tary, any  review  conducted  under  paragraph  (2)(B)(ii)  may  be 
conducted  in  combination  with  the  hearing  provided  for  in 
paragraph  (2)(B)(i).”. 

(b)  Section  505(d)  is  amended — 

(1)  by  inserting  “and  a review,”  after  “opportuni- 
ty for  a hearing,”;  and 
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(2)  by  inserting  “or  summary  reports,”  after  “re- 
ports,” in  paragraph  (1). 

ABBREVIATED  APPLICATION  PROCEDURE 

Sec.  4.  Section  505  is  amended — 

(1)  by  redesignating  subsections  (e),  (f),  (g),  (h),  (i), 
and  (j)  as  subsections  (f),  (g),  (h),  (i),  (j),  and  (k),  re- 
spectively; and 

(2)  by  inserting  the  following  new  subsection  (e) 
after  subsection  (d): 

“(e)  The  Secretary  may  by  regulation  prescribe  an  ab- 
breviated application  procedure  with  respect  to  a drug  for 
which  an  application  has  been  approved  and  in  effect  for  at 
least  five  years  in  accordance  with  subsection  (d).  Beginning 
five  years  after  an  application  is  approved  by  the  Secretary  in 
accordance  with  this  section,  the  Secretary  may  waive  the 
requirement  in  subsection  (b)(1)(A)  that  a person  submit,  with 
regard  to  subsection  (d)  (1)  and  (2),  full  reports  or  summary 
of  investigations  as  part  of  the  application,  if  he  determines — 

“(1)  that  there  has  been  sufficient  experience  with 
the  drug  to  justify  such  a waiver;  and 

“(2)  that  the  drug  with  respect  to  which  the  ab- 
breviated application  is  filed  meets  appropriate  stand- 
ards of  identity,  strength,  quality,  purity,  stability, 
bioavailability,  and  all  other  requirements  established 
pursuant  to  this  Act.”. 
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DRUG  RESEARCH  INVESTIGATIONS 
Sec.  5.  (a)  Section  505(j),  as  redesignated  by  this  Act  is 
amended — 

(1)  by  redesignating  paragraphs  (1),  (2),  and  (3), 
as  subparagraphs  (A),  (B),  and  (C),  respectively; 

(2)  by  inserting  (1)  after  (j);  and 

(3)  by  inserting  the  following  new  paragraph  (2) 
at  the  end: 

“(2)(A)  The  Secretary  shall  promulgate  regulations  for 
drug  research  investigations.  Such  regulations  shall  require 
any  person  who  intends  to  conduct  a drug  research  investiga- 
tion to  obtain  a drug  research  registration  before  dispensing, 
or  allowing  to  be  dispensed,  a drug  as  part  of  the  investiga- 
tion. Such  registration  may,  at  the  discretion  of  the  applicant 
for  registration,  be  obtained  from  the  Secretary,  or  from  the 
institution  where  the  drug  research  investigation  is  to  be  con- 
ducted if  the  institution  has  been  authorized  to  issue  such  a 
registration  by  the  Secretary. 

“(B)  Any  application  for  registration  under  this  para- 
graph shall  contain  the  following: 

“(i)  a description  of  the  drug  that  is  to  be  regis- 
tered; 

“(ii)  reports  of  all  prior  investigations  and  experi- 
ence involving  the  drug,  including,  if  any,  preclinical 
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1 investigations,  clinical  investigations,  and  clinical  expe- 

2 rience; 

3 “(iii)  a description  of  the  investigation  to  be  con- 

4 ducted  under  the  registration,  stating  its  purpose  and 

5 duration,  the  maximum  number  of  humans  to  he  in- 

6 eluded  as  participants,  the  categories  of  humans  who 

7 will  he  participants,  the  maximum  dose  of  the  drug  to 

8 he  dispensed  to  any  participant,  the  maximum  period 

9 during  which  any  participant  will  receive  the  drug, 

10  specific  procedures  to  be  followed  to  assure  that  the 

11  participants  will  not  be  subjected  to  an  unreasonable 

12  and  substantial  risk  of  illness  or  injury,  each  site  of  the 

13  investigation,  and  the  names  of  the  investigators;  and 

14  “(iv)  such  information  as  is  necessary  to  deter- 

15  mine  whether  the  requirements  in  subparagraph  (E) 

16  are  or  will  be  met. 

17  “(C)  An  application  for  registration  of  a drug  under  this 

18  paragraph  shall  be  approved  and  the  registration  requested  in 

19  the  application  shall  be  issued  unless  the  Secretary  (or  if  the 

20  application  for  registration  of  the  drug  was  submitted  to  an 

21  institution,  the  institution)  determines  that— 

22  “(i)  the  investigation  proposed  in  the  application 

23  for  the  registration  is  not  within  the  scope  of  a drug 

24  research  investigation; 
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1 “(ii)  the  proposed  investigation  does  not  comply 

2 with  the  conditions  required  under  subparagraph  (E) 

3 for  registration  under  this  section; 

4 “(iii)  the  proposed  investigation  will  subject 

5 human  participants  in  the  investigation  to  an  unreason- 

6 able  and  substantial  risk  of  illness  or  injury;  or 

7 “(iv)  the  application  for  registration  fails  to  con- 

8 tain  information  required  under  subparagraph  (B)  or 

9 contains  an  untrue  statement  of  material  fact. 

10  An  application  submitted  to  an  institution  shall  be  disap- 

11  proved  by  the  institution  if  the  investigation  proposed  in  the 

12  application  is  not  within  a category  of  investigations  which 

13  the  Secretary  has  determined  under  subparagraphs  (I)  and  (J) 

14  may  be  reviewed  by  an  institution. . 

15  “(D)(i)  An  application  for  a registration  which  is  made 

16  to  an  institution  shall  be  evaluated  and  approved  or  disap- 

17  proved  by  the  institution  in  accordance  with  such  procedures 

18  as  the  institution  has  established. 

19  “(ii)  If  an  application  for  a registration  is  made  to  the 

20  Secretary,  the  Secretary,  upon  receipt  of  the  application, 

21  shall  notify  the  applicant  of  the  date  the  application  was  re- 

22  ceived  by  the  Secretary.  The  application  shall  be  deemed  ap- 

23  proved  and  the  registration  requested  in  the  application  shall 

24  be  deemed  issued  upon  the  expiration  of  the  thirty-day  period 

25  beginning  on  the  date  the  application  is  received  by  the  Sec- 
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1 retary,  unless  within  such  period  the  Secretary  notifies  the 

2 applicant  that  the  Secretary  has  determined  that  the  investi- 

3 gation  proposed  in  the  application  should  be  delayed  pending 

4 a determination  whether  the  application  should  be  disap- 

5 proved. 

6 “(iii)  If  notice  is  given  under  division  (ii)  respecting  an 

7 application,  the  drug  shall  not  be  dispensed  to  a human  as 

8 part  of  a drug  research  investigation  until  a registration  is 

9 issued  by  the  Secretary. 

10  “(iv)  If  notice  is  given  under  division  (ii)  respecting  an 

11  application,  the  Secretary  shall,  within  the  sixty-day  period 

12  beginning  on  the  date  the  notice  was  given  (or  within  such 

13  longer  period  as  may  be  authorized  or  granted  under  division 

14  (v)),  either  approve  the  application  and  issue  the  registration 

15  requested,  or  commence  formal  proceedings  to  disapprove  the 

16  application,  unless  the  application  has  been  withdrawn. 

17  Before  disapproving  an  application,  the  Secretary  shall,  as 

18  expeditiously  as  possible — 

19  “(I)  afford  the  applicant  an  opportunity  to  meet 

20  with  appropriate  officers  and  employees  of  the  Depart- 

21  ment  to  discuss  and,  if  possible,  resolve  any  questions 

22  that  prevented  approval  of  the  application  and  issuance 

23  of  the  registration; 

24  “(II)  provide  the  applicant  with  a written  state- 

25  ment  of  the  measures  that  the  Secretary  determines 
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are  required  to  be  taken  before  the  application  may  be 
approved  and  the  registration  issued,  and  offer  to 
confer  with  the  applicant  respecting  such  measures,  if 
such  questions  are  not  resolved  in  meetings  with  such 
officers  and  employees  or  the  opportunity  to  so  resolve 
such  questions  is  declined;  and 

“(ill)  provide  for  a review,  upon  request  by  the 
applicant,  by  an  advisory  committee  appointed  by  the 
Secretary  as  provided  under  subsection  (c)(4)(B). 

“(v)  An  applicant  may  request  the  Secretary  to  extend 
the  sixty-day  period  provided  in  division  (iv).  The  Secretary 
shall,  at  his  discretion,  either  grant  or  deny  the  request.  If 
during  such  sixty-day  period  an  applicant  submits  material 
not  contained  in  the  original  application,  the  Secretary  shall 
have,  in  addition  to  such  sixty-day  period,  a reasonable 
period  of  time,  not  exceeding  thirty  days,  to  review  such  ma- 
terial. 

“(E)  In  order  to  obtain  a registration  of  a drug  under 
this  section,  the  applicant  for  registration  shall  agree  to — 
“(i)  distribute  the  drug  only  to  experts  who  are 
qualified  by  scientific  training  and  experience  to  inves- 
tigate the  drug,  or  the  nature  of  diseases,  injuries,  and 

i 

other  conditions  in  humans,  and  who  are  named  in  the 
registration; 
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1 “(ii)  require  that  the  drug  not  be  dispensed  to 

2 humans  other  than  by,  or  under  the  supervision  of,  the 

3 investigators  named  in  the  registration; 

4 “(iii)  conduct  the  investigation  in  accordance  with 

5 the  description  contained  in  the  application  approved 

6 for  the  registration; 

7 “(iv)  establish  and  maintain  records,  and  submit 

8 reports  (in  accordance  with  regulations  promulgated 

9 under  this  paragraph)  to  the  Secretary,  regarding  the 

10  investigation  to  assist  in  determining  whether  the  con- 

11  ditions  of  registration  are  being  fulfilled; 

12  “(v)  report  (in  accordance  with  regulations  pro- 

13  mulgated  under  this  paragraph)  to  the  Secretary,  re- 

14  girding  newly  discovered  risks  of  the  drug,  to  assist  in 

15  determining  whether  human  participants  are  being  sub- 

16  jected  to  an  unreasonable  and  substantial  risk  of  illness 

17  or  injury; 

18  “(vi)  comply  with  the  requirements  of  this  para- 

19  graph,  and 

20  ■ “(vii)  ensure  that  the  drug  is  not  promoted  or 

21  commercialized. 

22  If  a registration  is  issued  by  an  institution,  the  reports  re- 

23  quired  by  divisions  (iv)  and  (v)  of  this  subparagraph  shall  also 

24  be  submitted  to  the  institution. 
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1 “(F)  The  Secretary  shall  revoke  any  registration  issued 

2 under  this  paragraph  (and  an  institution  shall  revoke  a regis- 

3 tration  issued  by  it  under  this  paragraph),  if  the  Secretary  (or 

4 institution)  determines  that — 

5 “(i)  the  registrant  has  failed  to  comply  with  the 

6 conditions  of  registration; 

7 “(ii)  the  human  participants  in  the  investigation 

8 under  the  registration  are  subject  to  an  unreasonable 

9 and  substantial  risk  of  illness  or  injury;  or 

10  “(iii)  the  investigation  being  conducted  under  the 

11  registration  is  no  longer  within  the  scope  of  a drug  re- 

12  search  investigation  or,  in  the  case  of  an  investigation 

13  being  conducted  under  a registration  issued  by  an  insti- 

14  tution,  is  no  longer  within  a category  of  investigations 

15  which  the  Secretary  has  determined  under  subpara- 

16  graphs  (I)  and  (J)  may  be  reviewed  by  an  institution. 

17  “(G)(i)  Pending  completion  of  an  institution's  proceed- 

18  ings  to  determine  whether  a registration  issued  by  such  insti- 

19  tution  should  be  revoked  under  subparagraph  (F),  the  institu- 

20  tion  may  suspend  the  registration  if  the  institution  has  reason 

21  to  believe  that  the  suspension  is  necessary  to  eliminate  an 

22  unreasonable  and  substantial  risk  of  illness  or  injury  to 

23  human  participants  in  the  investigation  being  conducted 

24  under  the  registration.  Such  a suspension  shall  be  issued  in 
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1 accordance  with,  and  be  subject  to,  such  procedures  as  the 

2 institution  has  established. 

3 “(ii)(I)  Pending  completion  of  formal  proceedings  to  de- 

4 termine  whether  a registration  issued  under  this  section 

5 should  be  revoked  under  subparagraph  (F),  the  Secretary 

6 may  suspend  the  registration  if  the  Secretary  has  reason  to 

7 believe  that  the  suspension  is  necessary  to  eliminate  an  un- 

8 reasonable  and  substantial  risk  of  illness  or  injury  to  human 

9 participants  in  the  investigation  being  conducted  under  the 

10  registration. 

11  “(II)  An  order  of  suspension  by  the  Secretary  shall 

12  become  effective  on  the  date  specified  in  the  order,  and  shall 

13  remain  in  effect  until  completion  of  the  proceedings  to  deter- 

14  mine  whether  the  registration  should  be  revoked  or  until  the 

15  order  of  suspension  is  withdrawn  by  the  Secretary. 

16  “(EH)  In  the  event  the  Secretary  suspends  a registra- 

17  tion,  proceedings  to  revoke  the  registration  shall  be  com- 

18  menced  and  completed  on  an  expedited  basis. 

19  “(iii)  Any  registration  of  a drug  under  this  section  may 

20  at  any  time  be  withdrawn  by  the  registrant. 

21  “(H)(i)  An  institution  may  issue  a registration  for  a drug 

22  research  investigation  to  be  conducted  at  such  institution  if — 

23  “(I)  the  investigation  is  within  a category  of  in- 

24  vestigations  which  the  Secretary  has  determined  in  ac- 
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1 cordance  with  subparagraph  (I)  may  he  reviewed  by  an 

2 institution;  and 

3 “(II)  the  Secretary  has  authorized  such  institution 

4 to  issue  such  registration  and  has  not  terminated  such 

5 authority. 

6 “(ii)  An  institution  authorized  to  issue  such  a registra- 

7 tion  shall  make  available  to  the  public  a statement  of  the 

8 procedures  which  the  institution  will  follow  in  carrying  out 

9 the  requirements  of  this  paragraph. 

10  “(iii)  For  purposes  of  this  paragraph,  the  term  ‘institu- 

11  tion’  means  an  establishment  primarily  engaged  in  health 

12  care  research  or  delivery,  but  does  not  include  an  establish- 

13  ment  which  is  engaged  in  the  manufacture  or  distribution  of  a 

14  drug  for  commercial  purposes. 

15  '‘(1)0)  The  Secretary  shall  by  regulation  determine  the 

16  categories  of  investigations  which  may  be  reviewed  by  an 

17  institution.  Such  regulations  shall  authorize  review,  by  an  in- 

18  stitution,  of  a category  of  investigations,  if  the  Secretary  de- 

19  termines  that  review  by  an  institution  is  adequate  to  provide 

20  reasonable  assurance  that  the  investigations  within  the  cate- 

21  gory  will  not  present  a risk  of  illness  or  injury  to  participants 

22  in  the  investigations  because  of— 

23  “(I)  the  safety  of  the  procedures  which  will  be  fol- 

24  lowed  in  the  investigations;  or 
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“(II)  the  nature  of  the  drug  to  be  dispensed  in  the 
course  of  the  investigations. 

“(J)  The  Secretary  shall  by  regulation  establish  standards 
and  requirements  to  he  met  by  an  institution  as  conditions  to 
being  authorized  to  issue  registrations.  Such  regulations  shall 
establish — 

“(i)  standards  for  the  administrative  arrangements 
and  capabilities  of  an  institution  to  carry  out  the  re- 
sponsibilities of  an  institution  under  this  paragraph,  and 
to  avoid  a conflict  of  interest  between  the  institution 
and  an  applicant  for  a registration  to  he  issued  by  the 
institution; 

“(ii)  standards  for  the  process  by  which  an  institu- 
tion will  review  an  application  for  a registration  to  de- 
termine— 

“(I)  if  the  investigation  proposed  in  the  ap- 
plication is  within  the  scope  of  a drug  research  in- 
vestigation, and  within  a category  of  investiga- 
tions which  may  be  reviewed  by  an  institution; 

“(II)  if  the  proposed  investigation  will 
comply  with  the  requirements  of  subparagraph 
(E);  and 

“(HQ  if  human  participants  in  such  investi- 
gation will  be  subjected  to  an  unreasonable  and 
substantial  risk  of  illness  or  injury; 
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1 “(iii)  requirements  for  reporting  by  an  institution 

2 to  the  Secretary  respecting  drug  research  investigation 

3 registration  applications  made  to  the  institution,  appro- 

4 vals  and  disapprovals  of  such  applications,  and  suspen- 

5 sions  and  terminations  by  the  institution  of  drug  re- 

6 search  investigations; 

7 “(iv)  standards  for  the  process  by  which  the  insti- 

8 tution  will  suspend  or  terminate  an  investigation  being 

9 conducted  at  the  institution  upon  a finding  by  the  insti- 

10  tution — 

11  “(I)  that  the  registrant  for  the  investigation 

12  has  failed  to  comply  with  the  conditions  of  the 

13  registration; 

14  “(II)  that  the  human  participants  in  the  in- 

15  vestigation  are  subject  to  an  unreasonable  risk  of 

16  injury  or  illness;  or 

17  “(111)  that  the  investigation  is  no  longer  a 

18  drug  research  investigation,  or  within  a category 

19  of  investigations  which  may  be  reviewed  by  the 

20  institution;  and 

21  “(v)  requirements  to  assure  the  safety  of  human 

22  participants  in  investigations  conducted  at  an  institu- 

23  tion  under  a registration  issued  by  such  institution. 

24  “(K)  Any  institution  may  apply  to  the  Secretary  to  be 

25  authorized  to  issue  a drug  research  investigation  registration. 
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1 Such  an  application  shall  be  approved  by  the  Secretary  if  the 

2 Secretary  determines  that  the  institution  meets  the  require- 

3 ments  established  under  subparagraph  (J).  Not  later  than  one 

4 year  after  the  date  the  Secretary  first  receives  applications 

5 under  this  subparagraph,  the  Secretary  shall  publish  in  the 

6 Federal  Eegister  a list  of  the  institutions  which  have  had 

7 applications  approved.  The  Secretary  shall  keep  such  list  cur- 

8 rent. 

9 “(L)  The  Secretary  may  terminate  the  authority  of  an 

10  institution  to  issue  a drug  research  investigation  registration 

11  if  the  Secretary  determines — 

12  “(i)  that  the  institution  is  not  in  compliance  with 

13  the  requirements  established  under  subparagraph  (J), 

14  or 

15  “(ii)  that  the  institution  has  issued  a registration 

16  for  an  investigation  not  within  a category  of  investiga- 

17  tions  which  may  be  reviewed  by  an  institution. 

18  “(M)  The  Secretary  shall  make  periodic  reviews  to  de- 

19  termine — 

20  “(i)  if  institutions  authorized  to  issue  drug  re- 

21  search  investigation  registrations  are  in  compliance 
with  the  requirements  established  under  subparagraph 
(J),  and 
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1 “(ii)  if  the  investigations  conducted  under  such 

2 registrations  are  within  a category  of  investigations 

3 which  may  be  reviewed  by  an  institution. 

4 “(N)  In  suspending  or  revoking  a registration  issued 

5 under  this  paragraph,  the  Secretary  shall  specify  the  steps,  if 

6 any,  that  should  be  taken  regarding  an  orderly  transition  of 

7 the  participants  in,  the  investigation  under  such  registration 

8 to  other  methods  of  treatment  in  order  to  prevent  illness  or 

9 injury  to  such  participants  from  immediate  discontinuance  of 

10  the  investigation.”. 

11  (b)  Section  201  is  amended  by  adding  a new  subsection 

12  at  the  end: 

13  “(aa)  The  term  ‘drug  research  investigations’  means — 

14  “(1)  investigations  involving  the  use  of  a drug 

15  with  respect  to  which  no  approved  application  exists 

16  under  section  505  (a)  through  (d),  or 

17  “(2)  investigations  involving  the  use  of  a drug, 

18  with  respect  to  which  an  approved  application  under 

19  section  505  (a)  through  (d)  does  exist  for  purposes 

20  other  than  those  specified  in  the  approved  application, 

21  in  a small  number  of  humans  of  normal  health,  or  with  the 

22  disease,  injury  or  condition  under  investigation,  which  inves- 

23  tigations  are  intended  to  study  the  clinical  pharmacology  in 

24  humans  of  the  drug,  to  assess  preliminarily  the  drug’s  safety 
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1 and  effectiveness,  or  to  study,  by  use  of  the  drug,  biological 

2 mechanisms  in  humans.”. 
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Major  Points  of  Schweiker  Drug  Regulation  Improvement  Act 

1 Provides  for  greater  use  of  detailed,  comprehensive  summaries,  instead  of  raw 
data  and  individual  case  reports,  as  the  basis  for  Food  and  Drug  Administration  I 
drug  approval  decisions.  FDA  would  continue  to  have  access  to  all  data  developed  in 
support  of  a new  drug  application,  and  the  submission  of  a materially  false  or 
misleading  summary  would  be  a prohibited  act  subject  to  penalties  under  the 
existing  federal  Food,  Drug,  and  Cosmetic  Act. 

2.  Clarifies  the  responsibilities  of  FDA  reviewers  and  applicability  of  statutory 
deadlines.  Drug  sponsors  would  be  informed  who  will  be  reviewing  the  drug  approv- 
al application  within  30  days.  The  required  reviews  are  to  be  conducted  concurrent- 
ly and  completed  within  the  statutory  time  limit  (180  days,  unless  a longer  period  is 
agreed  upon  by  FDA  and  the  sponsor).  Statutory  deadlines  clearly  apply  to  supple- 
mental applications  as  well  as  the  original  drug  approval  application. 

3.  Authorizes  review  of  questions  with  respect  to  drug  approval  decisions  by  an 
advisory  committee,  if  requested  by  a drug  sponsor.  The  advisory  committee,  com- 
posed of  consumers,  health  care  providers  and  scientific  experts,  must  submit  writ-  i 
ten  findings  to  the  Secretary,  and  he  must  respond  to  those  findings  in  issuing  a 
final  order  approving  or  disapproving  the  drug. 

4.  Facilitates  drug  research  by  providing  for  informal  consultation  between  FDA 

and  drug  sponsors  and  authorizing  advisory  committee  reviews  of  scientific  disputes 
that  arise  in  connection  with  the  research,  and  by  allowing  researchers  to  bypass 
FDA  and  obtain  authorization  to  begin  preliminary  studies  from  health  care  institu- 
tions. The  early  stages  of  drug  research  would  be  regulated  only  to  the  extent 
necessary  to  safeguard  the  rights  of  human  subjects  of  the  research.  Prior  to  the 
initiation  of  human  studies,  plans  for  preliminary  drug  testing  may  be  submitted  to  j 
and  approved  by  the  institution  where  the  research  will  be  conducted,  instead  of  ' 
FDA,  at  the  option  of  the  drug  sponsor.  | 

5.  Eliminates  requirements  for  unnecessary  duplicate  testing  of  post-1962  drugs  by 
authorizing  the  establishment  of  an  abbreviated  application  procedure,  providing  i 
that  there  has  been  sufficient  experience  (at  least  five  years)  with  the  drug.  Second 
manufacturers  would  no  longer  be  required  to  conduct  complete,  independent  test- 
ing to  establish  the  safety  and  effectiveness  of  a drug  that  FDA  has  already 
determined  to  be  safe  and  effective;  they  would  only  be  required  to  demonstrate  j 
equivalence  and  meet  other  appropriate  requirements  (including  standards  of  identi- 
ty, strength,  quality,  purity,  stability,  and  bioavailability)  under  the  Act. 
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96th  CONGRESS 
1st  Session 


To  revise  and  reform  the  Federal  law  applicable  to  drugs  for  human  use  and  to 
establish  a National  Center  for  Clinical  Pharmacology  within  the  Department 
of  Health,  Education,  and  Welfare. 


IN  THE  SENATE  OF  THE  UNITED  STATES 

April  30  (legislative  day,  April  9),  1979 

Mr.  Kennedy  (by  request)  introduced  the  following  bill;  which  was  read  twice 
and  referred  to  the  Committee  on  Labor  and  Human  Resources 


A BILL 

To  revise  and  reform  the  Federal  law  applicable  to  drugs  for 
human  use  and  to  establish  a National  Center  for  Clinical 
Pharmacology  within  the  Department  of  Health,  Education, 
and  Welfare. 

1 Be  it  enacted  by  the  Senate  and  House  of  Representa- 

2 tives  of  the  United  States  of  America  in  Congress  assembled , 

3 SHORT  TITLE  AND  TABLE  OF  CONTENTS 

4 Section  1.  This  Act  may  be  cited  as  the  “Drug  Regu- 

5 lation  Reform  Act  of  1979”. 
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TITLE  I— DRUG  REGULATION  REFORM 

Part  A — Findings  and  Declarations;  Definitions 

Sec.  101.  Findings  and  declarations. 

Sec.  102.  Definitions. 

Sec.  103.  Nonapplicability. 

Part  B — Approval  of  Drug  Entities  and  Drug  Products 
Subpart  1 — General  Requirements 

Sec.  105.  General  requirements. 

Subpart  2 — Monographs  for  Drug  Entities 

Sec.  107.  Drug  monographs. 

Sec.  108.  Contents  of  a drug  monograph. 

Sec.  109.  Standards  for  issuance,  amendment,  suspension,  and  revocation  of  mono- 
graphs generally. 

Sec.  110.  Standards  for  provisional  issuance,  amendment,  suspension,  and  revoca- 
tion of  drug  monographs  in  special  circumstances. 

Sec.  111.  Procedures  for  issuing,  amending,  and  revoking  monographs. 

Sec.  112.  Procedures  for  suspending  monographs. 

Subpart  3 — General  Requirements  for  Drug  Entities  and  Drug  Products 

Sec.  113.  Requirements  for  registration  of  establishments  in  which  drug  entities  and 
drug  products  are  manufactured  or  distributed. 

Sec.  1 14.  Requirements  regarding  manufacturing  and  distributing  practices. 

Sec.  115.  Requirements  regarding  compendial  standards  of  identity,  strength,  qual- 
ity, purity,  and  stability. 

Sec.  116.  Requirements  regarding  components  of  drug  entities  and  drug  products. 
Sec.  117.  Requirements  requiring  packaging  and  containers  of  drug  entities  and 
drug  products. 

Sec.  118.  Requirements  regarding  color  additives. 

Sec.  119.  Requirements  regarding  importation  of  drug  entities  and  drug  products. 

Subpart  4 — Licensure  of  Drug  Products  Under  Monographs 

Sec.  120.  General  requirements. 

Sec.  121.  Drug  products  eligible  for  licensure. 

Sec.  122.  Drug  product  licenses. 

Subpart  5 — Investigational  Use  of  Drug  Products 

Sec.  125.  Objectives  in  regulating  the  investigational  use  of  drug  products. 

Sec.  126.  General  requirements. 

Sec.  127.  Registration  requirements  for  drug  innovation  investigations. 

Sec.  128.  Registration  requirements  for  drug  development  investigations. 

Sec.  129.  Registration  requirements  for  drug  treatment  investigations. 

Sec.  130.  Requirements  for  protection  of  participants  in  drug  investigations. 

Sec.  131.  Standards  for  scientific  validity  of  investigations. 
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Sec.  132.  Guidelines  and  drug  development  advice. 

Sec.  133.  Informal  procedures  for  resolution  of  scientific  disagreements. 

Subpart  6 — Export  of  Drug  Entities  and  Drug  Products 

Sec.  134.  General  requirements. 

Sec.  135.  Export  permits. 

Sec.  136.  Cooperation  with  foreign  governments  and  international  organizations. 

Subpart  7 — Formal  Proceedings  for  Denial  and  Revocation  of  Licenses, 
Registrations,  and  Export  Permits  for  Drug  Products 

Sec.  140.  Applicability  of  subpart. 

Sec.  141.  Initiation  of  proceedings. 

Sec.  142.  Conduct  of  formal  proceedings. 

Sec.  143.  Judicial  review. 

Subpart  8 — Homeopathic  Drug  Entities  and  Drug  Products 

Sec.  144.  General  requirements. 

Sec.  145.  Homeopathic  drug  entites  and  drug  products. 

Past  C — Dbug  Information,  Labeling,  Promotion,  and  Education 
Subpart  1 — General  Provisions 

Sec.  146.  General  requirements  for  all  labeling. 

Sec.  147.  Requirements  for  identification  labeling  for  a drug  entity  or  drug  product. 
Sec.  148.  Notification  regarding  risks. 

Sec.  149.  Education  programs. 

Sec.  150.  Official  names  for  drug  entities. 

Subpart  2 — Information  for  Patients 

Sec.  151.  Requirements  for  patient  information  labeling. 

Sec.  152.  Requirements  for  drug  products  dispensed  on  prescription. 

Sec.  153.  Posting  of  prescription  drug  product  prices. 

Subpart  3 — Information  for  Practitioners 

Sec.  154.  Requirements  for  practitioner  information  labeling. 

Sec.  155.  Federal  Drug  Compendium. 

Subpart  4 — Promotion  of  Drug  Products 

Sec.  156.  Requirements  for  promotion  labeling  for  prescription  drug  products. 

Sec.  157.  Corrective  promotion  labeling. 

Sec.  158.  Drug  product  promotion  requirements. 

Sec.  159.  Restrictions  on  surveys  of  prescriptions. 

Sec.  160.  Requirements  for  detailing  of  drug  products. 


120 


4 

Pabt  D — Prohibited  Acts  and  Penalties 


Sec.  161.  Prohibited  acts. 

Sec.  162.  Criminal  penalties. 

Sec.  163.  Civil  penalties. 

Sec.  164.  Injunctions. 

Sec.  165.  Seizure,  forfeiture,  and  administrative  embargo. 

Sec.  166.  Administrative  disqualifications. 

Sec.  167.  Conference  before  report  of  criminal  violation. 

Sec.  168.  Separability  of  penalties. 

Sec.  169.  Enforcement  proceedings. 

Sec.  170.  Notices  and  warnings. 

Part  E — Administrative  Provisions 

Sec.  172.  Authority  to  issue  regulations. 

Sec.  173.  Administrative  hearings. 

Sec.  174.  Subpenas. 

Sec.  175.  Administrative  inspections. 

Sec.  176.  Powers  of  enforcement  personnel. 

Sec.  177.  Cooperative  arrangements. 

Sec.  178.  Advisory  committees. 

Sec.  179.  Research  programs. 

Sec.  180.  Confidentiality  of  commercial  information. 

Sec.  181.  Burden  of  proof. 

Sec.  182.  Judicial  review. 

Sec.  183.  Citizens’  petitions. 

Sec.  184.  Compensation  for  fees  and  expenses. 

Sec.  185.  Encouragement  of  joint  activities. 

Part  E — Conforming,  Transitional,  Effective  Date,  and  Other 

General  Provisions 

Sec.  191.  Repeals  and  conforming  amendments. 

Sec.  192.  Effective  dates  and  transitional  provisions. 

Sec.  193.  Issuance  of  initial  monographs. 

Sec.  194.  Pending  proceedings. 

Sec.  195.  Continuation  of  regulations. 

Sec.  196.  Savings  provisions. 

Sec.  197.  Application  of  State  law. 

TITLE  n— NATIONAL  CENTER  FOR  CLINICAL  PHARMACOLOGY; 
EVALUATION  OF  THE  ACT 

Sec.  201.  National  Center  for  Clinical  Pharmacology. 

Sec.  202.  Evaluation  of  the  Act. 
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TITLE  I— DRUG  REGULATION  REFORM 
Part  A — Findings  and  Declarations;  Definitions 

FINDINGS  AND  DECLARATIONS 

Sec.  101.  Congress  makes  the  following  declarations 
and  findings: 

(1)  Safe  and  effective  drug  products  intended  for 
human  use  have  a useful  and  important  role  in  protect- 
ing and  promoting  the  health  of  the  American  people. 

(2)  It  is  in  the  interest  of  the  American  people  to 
encourage,  to  the  extent  consistent  with  the  protection 
of  the  public  health  and  safety  and  with  ethical  stand- 
ards, the  increase  of  knowledge  regarding  disease  or 
other  aspects  of  health  in  humans  and  the  discovery 
and  development  of  safe  and  effective  drug  products  in- 
tended for  human  use  and,  to  that  end,  to  maintain  op- 
timum freedom  for  scientific  investigators  in  their  pur- 
suit of  those  objectives. 

(3)  The  manufacture,  distribution,  promotion,  and 
use  of,  and  investigations  involving,  drug  entities  and 
drug  products  for  humans  have  a substantial  and  direct 
effect  upon  United  States  interstate  and  foreign  com- 
merce, because — 

(A)  many  essential  substances  used  in  the 

manufacture  of  drug  entities  and  drug  products 
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are  transported  in  interstate  commerce  for  such 
manufacture, 

(B)  after  manufacture,  many  drug  products 
are  transported  in  interstate  commerce  for  dis- 
pensing to  patients, 

(C)  many  patients  themselves  move  from  one 
State  to  another  in  order  to  receive  drug  prod- 
ucts, particularly  drug  products  used  in  special- 
ized therapies,  and 

(D)  many  drug  products  are  paid  for,  directly 
or  by  reimbursement,  by  private  health  insurance 
companies  operating  in  interstate  commerce. 

(4)  Drug  entities  and  drug  products  manufactured, 
distributed,  and  being  used  or  investigated  intrastate 
cannot  be  differentiated  from  drug  entities  and  drug 
products  manufactured,  distributed,  or  being  used  or  in- 
vestigated interstate.  Thus,  for  effective  regulation  of 
interstate  commerce,  it  is  neither  feasible  nor  reason- 
able to  distinguish,  in  terms  of  regulatory  controls, 
drug  entities  and  drug  products  moving  in  interstate 
commerce  from  drug  entities  and  drug  products  moving 
solely  in  intrastate  commerce. 

(5)  Federal  regulation  of  interstate  commerce  in 
drug  entities  and  drug  products  without  concurrent 
Federal  regulation  of  intrastate  commerce  in  identical, 
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similar,  or  related  drug  entities  and  drug  products 
would  discriminate  against  persons  engaged  in  inter- 
state commerce,  would  depress  interstate  commerce  in 
drug  entities  and  drug  products,  and  would  adversely 
burden,  obstruct,  and  affect  interstate  commerce.  Inter- 
state commerce  would  be  particularly  depressed,  bur- 
dened, obstructed,  and  affected  by  reason  of  conflicting 
State  and  local  requirements  regarding  the  packaging 
and  labeling  of  drug  products. 

(6)  Although  the  regulation  of  the  manufacture, 
distribution,  labeling,  prescribing,  and  dispensing  of 
drug  products  has  a direct  impact  upon  the  practice  of 
the  professions  of  medicine  and  pharmacy,  the  estab- 
lishment of  the  qualifications  for  admission  to,  and  the 
standards  and  conduct  of  members  of,  these  profes- 
sions, for  purposes  of  protecting  the  public  health,  has 
been  and  should  remain  the  primary  responsibility  of 
the  States. 

(7)  The  United  States,  with  respect  to  interna- 
tional trade  involving  drug  entities  and  drug  products 
manufactured  in  this  country,  seeks — 

(A)  to  respect  the  informed  benefit-risk  as- 
sessments of  responsible  governmental  officials  in 
other  nations  regarding  drug  products  not  ap- 
proved for  use  in  the  United  States, 
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(B)  to  assure  that  the  manufacture  of  drug 
entities  and  drug  products  exported  from  the 
United  States  is  not  regulated  by  standards  re- 
garding manufacturing  requirements  and  practices 
that  are  significantly  different  from  those  applied 
to  the  manufacture  of  drug  entities  and  drug  prod- 
ucts approved  for  use  in  this  country,  and 

(C)  to  assist  national  and  international  efforts 
to  protect  and  improve  the  health  of  all  people, 
through  research,  exchanges  of  information,  and 
cooperation  in  regulatory  and  health  care  delivery 
activities. 

DEFINITIONS 
Sec.  102.  As  used  in  this  title — 

(1)  The  term  “component”  means  any  substance  (other 
than  a drug  entity)  that  is — 

(A)  used  in  the  manufacture  of  a drug  entity  or  a 
drug  product,  including  those  substances  that  do  not 
remain  in  the  drug  entity  or  drug  product  upon  com- 
pletion of  manufacturing  and  those  substances  that  are 
used  in  the  packaging  of  the  drug  entity  or  drug  prod- 
uct; and 

(B)  contained  in  a drug  entity  or  drug  product 
upon  completion  of  manufacture,  including  those  sub- 
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stances  that  are  not  intended  to  be  contained  in  the 
drug  entity  or  drug  product. 

(2)  The  term  “counterfeit  drug  product”  means  a drug 
product  which  because  it,  or  its  container  or  identification 
labeling,  without  authorization,  bears  the  trademark,  propri- 
etary name,  or  other  identifying  mark,  imprint,  or  device,  or 
any  likeness  thereof,  of  a drug  product  licensed  under  subpart 
4 of  part  B of  this  title,  is  falsely  represented  to  be  the  prod- 
uct of,  or  to  have  been  distributed  by,  a person  other  than  the 
person  who  in  fact  manufactured  or  distributed  it.  The  term 
“counterfeit  drug  product”  does  not  include  a drug  product 
which,  or  the  container  or  identification  labeling  of  which, 
conspicuously  and  accurately  identifies  the  person  who  in  fact 
manufactured  or  distributed  it. 

(3)  The  term  “Department”  means  the  Department  of 
Health,  Education,  and  Welfare. 

(4) (A)  The  term  “dispense”  means — 

(i)  in  the  case  of  a nonprescription  drug  product, 
the  act  of  delivering  the  drug  product  to  a patient  or 
an  agent  of  a patient;  and 

(ii)  in  the  case  of  a prescription  drug  product,  the 
act  of  delivering  the  drug  product  to  a patient  or  an 
agent  of  a patient — 

ffi  by  a practitioner  or  an  agent  of  a practi- 
tioner (either  by  direct  administration  or  by  trans- 
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1 fer  to  the  patient  (or  agent  of  the  patient)  for  later 

2 administration),  or 

3 (II)  by  a pharmacist  (either  directly  or 

4 through  an  agent)  pursuant  to  the  lawful  prescrip- 

5 tion  of  a practitioner. 

6 (B)  The  term  “dispense”  includes  the  compounding, 

7 packaging,  and  labeling  of  a drug  product  by  a practitioner  or 

8 pharmacist  that  is  necessary  for,  and  as  an  incident  to,  pre- 

9 paring  the  drug  product  for  delivery  to  a patient  or  an  agent 

10  of  a patient,  as  provided  in  subparagraph  (A). 

11  (5)  The  term  “distribute”  means  the  act  of  delivering 

12  (other  than  by  dispensing)  to  any  person  a drug  entity  or  drug 

13  product.  The  term  “distributor”  means  a person  who  so  de- 

14  livers  a drug  entity  or  drug  product. 

15  (6)(A)  Except  as  provided  in  subparagraph  (B),  the  term 

16  “drug  entity”  means  a substance,  or  a combination  of  sub- 

17  stances,  which  is  intended — 

18  (i)  to  be  used  in  the  diagnosis,  cure,  mitigation,  or 

19  treatment  of  a disease,  injury,  or  other  condition  affect- 

20  ing  the  health  of  a human,  or  in  the  prevention  of  a 

21  disease  or  other  condition  (other  than  an  injury)  affect- 

22  ing  the  health  of  a human,  or 

23  (ii)  otherwise  to  affect  or  evaluate  the  structure  or 

24  any  function  of  the  human  body. 
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1 (B)  The  term  “drug  entity”  does  not  include  any  sub- 

2 stance  which  is — 

3 (i)  a food  as  defined  in  section  201(f)  of  the  Fed- 

4 eral  Food,  Drug,  and  Cosmetic  Act,  unless  the  food  is 

5 also  represented  for  use  by  individuals  in  the  diagnosis, 

6 cure,  mitigation,  or  treatment  of  a disease,  injury,  or 

7 other  condition  affecting  the  health  of  a human,  or  in 

8 the  prevention  of  a disease  or  other  condition  affecting 

9 the  health  of  a human,  in  which  case  the  substance 

10  shall  be  subject  to  the  pertinent  provisions  both  of  that 

11  Act  and  of  this  title, 

12  (ii)  a cosmetic  as  defined  in  section  201(i)  of  the 

13  Federal  Food,  Drug,  and  Cosmetic  Act,  unless  the  cos- 

14  me  tic  is  also  intended  (D  to  be  used  in  the  diagnosis, 

15  cure,  mitigation,  or  treatment  of  a disease,  injury,  or 

16  other  condition  affecting  the  health  of  a human,  or  in 

17  the  prevention  of  a disease  or  other  condition  affecting 

18  the  health  of  a human,  or  (II)  to  otherwise  affect  or 

19  evaluate  the  structure  or  any  function  of  the  human 

20  body,  in  which  case  the  substance  shall  be  subject  to 

21  the  pertinent  provisions  both  of  that  Act  and  of  this 

22  title,  or 

23  (iii)  a device  as  defined  in  section  201(h)  of  the 

24  Federal  Food,  Drug,  and  Cosmetic  Act. 
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1 (7)(A)  The  term  “drug  product’’  means  a drug  entity, 

2 alone  or  combined  with  one  or  more  components,  in  a fin- 

3 ished  dosage  form  capable  of  being  dispensed  to  a human 

4 (except  for  packaging,  labeling,  and  any  final  manipulation 

5 required  immediately  before  dispensing). 

6 (B)  The  terms  ‘ ‘licensed  drug  product”,  “registered 

7 drug  product”,  and  “permitted  drug  product”  refer  to  a par- 

8 ticular  drug  product  manufactured  or  distributed  by  a particu- 

9 lar  person  under  a license,  registration  or  export  permit, 

10  issued  by  the  Secretary  under  subpart  4,  5,  or  6,  respec- 

11  tively,  of  part  B of  this  title. 

12  (C)  The  term  “prescription  drug  product”  refers  to  a 

13  drug  product  licensed  under  a monograph  which,  under  sec- 

14  tion  108(d)  or  the  law  of  the  State  in  which  it  is  dispensed, 

15  may  only  be  dispensed  by  or  upon  the  prescription  of  a 

16  practitioner. 

17  (D)  The  term  “nonprescription  drug  product”  refers  to  a 

18  drug  product  licensed  under  a monograph  which,  under  sec- 

19  tion  108(d)  and  the  law  of  the  State  in  which  it  is  dispensed, 

20  may  be  dispensed  without  the  prescription  of  a practitioner. 

21  (8)  The  term  “established  name”  means — 

22  (A)  any  official  name  for  the  drug  entity  designat- 

23  ed  pursuant  to  section  150, 

24  (B)  if  there  is  no  official  name  and  the  drug  entity 

25  is  recognized  in  the  United  States  Pharmacopeia,  the 
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1 official  title  thereof  in  the  United  States  Pharmacopeia, 

2 or 

3 (C)  if  neither  subparagrah  (A)  nor  (B)  of  this  para- 

4 graph  applies,  the  common  or  usual  name,  if  any,  of 

5 the  drug  entity. 

6 (9)(A)  The  term  “labeling’ : ’ means  identification  label- 

7 ing,  information  labeling,  and  promotion  labeling  regarding  a 

8 drug  entity  or  a drug  product. 

9 (B)  The  term  “identification  labeling”  means  any  dis- 

10  play  of  written,  printed,  or  graphic  matter  upon  the  immedi- 

11  ate  or  other  container  of  any  drug  entity  or  drug  product. 

12  (C)  The  term  “information  labeling”  means  any  written, 

13  printed,  or  graphic  matter  regarding  and  accompanying  a 

14  drug  entity  or  a drug  product  providing  information  on  its 

15  use. 

16  (D)  The  term  “promotion  labeling”  means  any  written, 

17  printed,  graphic,  or  other  reproduced  matter  (including  audio, 

18  visual,  or  audiovisual  communication)  regarding  a drug  entity 

19  or  drug  product  which  is  disseminated  by  or  on  behalf  of  the 

20  manufacturer  or  distributor  of  the  drug  entity  or  drug  prod- 

2 1 uct,  and  which  is  not  identification  or  information  labeling. 

22  (10)(A)  The  term  “manufacture”  means  the  production, 

23  preparation,  propagation,  compounding,  processing,  or  pack- 

24  aging  into  containers,  of  a drug  entity  or  drug  product,  or  the 

25  placing  of  labeling  on  a drug  entity  or  drug  product. 
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1 (B)  The  term  “manufacture”  does  not  include  the  com- 

2 pounding,  packaging,  and  labeling  of  a drug  product  by  a 

3 practitioner  or  pharmacist  that  is  necessary  for,  and  as  an 

4 incident  to,  preparing  the  drug  product  for  delivery  to  a pa- 

5 tient  or  an  agent  of  a patient,  as  provided  in  paragraph 

6 (4)(A). 

7 (C)  The  term  “placing  of  labeling  on  a drug  entity  or 

8 drug  product”  means  the  placing  of  identification  or  informa- 

9 tion  labeling  on,  with,  or  to  accompany  a drug  entity  or  drug 

10  product,  including  the  alteration,  removal,  mutilation,  de- 

1 1 struction,  or  obliteration  of  the  whole  or  any  part  of  any  iden- 

12  tification  or  information  labeling  on,  with,  or  accompanying 

13  such  entity  or  product. 

14  (D)  For  purposes  of  sections  147  and  154,  the  term 

15  “manufacturer”  does  not  include  a person  who  is  solely  en- 

16  gaged  in  the  packaging  of  a drug  entity  or  drug  product  into 

17  containers  or  in  the  placing  of  labeling  on  a drug  entity  or 

18  drug  product. 

19  (11)  The  term  “patient”  means  any  individual  with  re- 

20  spect  to  whom  a drug  product  is  intended  to  be,  or  has  been, 

21  used.  The  term  “patient”  includes  a participant  in  an  investi- 

22  gation  involving  a drug  product  (whether  in  normal  health  or 

23  with  the  disease,  injury,  or  condition  being  investigated)  and 

24  a consumer  of  a nonprescription  drug  product. 
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(12)  The  term  “person”  includes  any  individual,  corpo- 
ration, business  trust,  partnership,  association,  government, 
governmental  subdivision  or  agency,  or  other  legal  entity. 

(13)  The  term  “pharmacist”  means  an  individual  li- 
censed, registered,  or  otherwise  permitted  by  the  jurisdiction 
in  which  the  individual  practices  to  dispense  drug  products  on 
prescription  in  the  course  of  professional  practice. 

(14)  The  term  “practitioner”  means  an  individual  li- 
censed, registered,  or  otherwise  permitted  by  the  jurisdiction 
in  which  the  individual  practices  to  prescribe  drug  products  in 
the  course  of  professional  practice. 

(15)  The  term  “prescription”  means  an  oral  or  written 
authorization  given  by  a practitioner  to  a pharmacist  to  dis- 
pense a drug  product  to  a specified  patient.  The  term  “pre- 
scribe” (except  when  used  in  reference  to  an  action  by  the 
Secretary)  means  to  give  such  an  authorization. 

(16)  The  term  “Secretary”  means  the  Secretary  of 
Health,  Education,  and  Welfare. 

(17)  The  term  “State”  means  any  of  the  several  States, 
the  District  of  Columbia,  the  Commonwealth  of  Puerto  Rico, 
the  Virgin  Islands,  American  Samoa,  the  Northern  Mariana 
Islands,  Guam,  the  Trust  Territory  of  the  Pacific  Islands, 
and  the  Canal  Zone. 
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1 (18)  The  term  “United  States”,  when  used  in  the  geo- 

2 graphic  sense,  means  all  places  and  waters,  continental  or 

3 insular,  subject  to  the  jurisdiction  of  the  United  States. 

4 (19)  The  term  “untrue  statement  of  material  fact”  in- 

5 eludes  the  omission  of  facts  material  in  the  light  of  other  facts 

6 or  statements  presented. 

7 NONAPPLICABILITY 

8 Sec.  103.  The  requirements  of  this  title  do  not  apply  to 

9 the  manufacture,  import,  export,  or  distribution  of  a sub- 

10  stance  which  the  person  manufacturing,  importing,  exporting, 

11  or  distributing  neither  intends  to  be,  nor  has  reason  to  know 

12  will  be,  used  in  a human  or  for  dispensing  to  a human. 

13  Part  B — Approval  of  Drug  Entities  and  Drug 

14  Products 

15  Subpart  1 — General  Requirements 

16  GENERAL  REQUIREMENTS 

17  Sec.  105.  (a)  Manufacture,  Importation,  and 

18  Distribution  of  Drug  Entities. — No  drug  entity  may 

19  be  manufactured,  imported,  distributed,  or  held  for  distribu- 

20  tion  or  for  use  in  the  manufacture  of  a drug  product,  unless — 

21  (1)  there  is  in  effect  a monograph  issued  or  provi- 

22  sionally  issued  under  subpart  2 for  the  drug  entity; 

23  (2)  the  drug  entity  is  being  manufactured,  import- 

24  ed,  distributed,  or  held  (A)  for  use  in  the  manufacture 

25  of  a drug  product  the  manufacture  of  which  is  not  pro- 
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hibited  by  subsection  (b),  or  (B)  for  export  and  the 
export  is  not  prohibited  by  subsection  (c);  and 

(3)  the  requirements  applicable  to  the  drug  entity 
under  sections  114  through  119,  146,  and  147  are  ful- 
filled. 

(b)  Manufacture,  Importation,  and  Distribu- 
tion of  Drug  Products. — No  drug  product  may  be  manu- 
factured, imported,  distributed,  or  held  for  distribution, 
unless — 

(1)  there  is  in  effect  (A)  a monograph  issued  or 
provisionally  issued  under  subpart  2 for  the  drug  entity 
contained  in  the  drug  product,  and  (B)  a license  issued 
to  the  manufacturer  or  importer  of  that  drug  product 
under  subpart  4 for  its  manufacture  or  importation;  or 

(2)  in  the  case  of  a drug  product  which  is  to  be 
manufactured  or  imported  for  investigational  use,  a 
registration  for  such  purpose  is  in  effect  under  subpart 
5. 

(c)  Export  of  Drug  Entities  and  Drug  Prod- 
ucts.— (1)  No  drug  entity  may  be  exported  from  the  United 
States  unless — 

(A)  the  requirements  of  paragraphs  (1)  and  (3)  of 
subsection  (a)  are  fulfilled;  or 

(B)  a permit  for  the  export  is  in  effect  under  sub- 
part 6. 
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1 (2)  No  drug  product  may  be  exported  from  the  United 

2 States  unless — 

3 (A)  the  requirements  of  subsection  (b)  have  been 

4 met,  or 

5 (B)  a permit  for  such  export  is  in  effect  under  sub- 

6 part  6. 

7 (d)  Exemption  for  Homeopathic  Drug  Products 

8 and  Related  Drug  Entities. — A drug  product  which 

9 complies  with  the  requirements  of  subpart  8,  and  a drug 

10  entity  which  is  used  in  the  manufacture  of  such  a drug  prod- 

11  uct  and  which  complies  with  that  subpart,  shall  be  exempt 

12  from  the  requirements  of  this  section. 

13  Subpart  2 — Monographs  for  Drug  Entities 

14  DRUG  MONOGRAPHS 

15  Sec.  107.  (a)  In  General. — As  prescribed  by  section 

16  108,  a monograph  for  a drug  entity — 

17  (1)  identifies  the  drug  entity, 

18  (2)  states  the  indications  for  which  the  use  of  drug 

19  products  eligible  to  be  licensed  under  the  monograph 

20  has  been  determined  to  be  effective  and  safe,- 

21  (3)  describes  the  types  of  drug  products  that  are 

22  eligible  to  be  licensed  under  the  monograph,  and 

23  (4)  prescribes  standards  and  requirements  respect- 
ing such  drug  products. 


24 
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1 (b)  Action  on  Monographs. — The  authority  for,  and 

2 procedures  applicable  to,  the  issuance,  amendment,  suspen- 

3 sion,  and  revocation  of  a monograph  for  a drug  entity  are  set 

4 forth  in  sections  109,  110,  111,  and  112. 

5 CONTENTS  OF  A DRUG  MONOGRAPH 

6 Sec.  108.  (a)  General. — A monograph  shall  contain 

7 the  information  required  in  subsections  (b)  through  (1)  of  this 

8 section. 

9 (b)  Description  of  the  Drug  Entity. — The  de- 

10  scription  of  a drug  entity  in  a monograph  shall  include  the 

1 1 following: 

12  (1)  The  established  name,  if  any,  of  the  drug 

13  entity  and,  if  the  drug  entity  is  a combination  of  sepa- 

14  rate  drug  entities,  the  established  name,  if  any  of  each 

15  such  separate  drug  entity. 

16  (2)  A statement  of  the  types  of  dosage  forms  of 

17  drug  products  that  are  eligible  to  be  licensed  under  the 

18.  monograph  and  the  strength  of  each  type  of  dosage 

19  form. 

20  (c)  Requirements  and  Guidelines  for  the  Con- 

21  tents  of  Information  Labeling  for  a Drug  Prod- 

22  uct. — A monograph  for  a drug  entity  shall  include  require- 

23  ments  for  the  contents  of  information  labeling  for  the  forms  of 

24  drug  products  that  are  eligible  to  be  licensed  under  the  mono- 

25  graph,  including  the  indications  for  which  use  of  the  drug 
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products  has  been  determined  to  be  effective  and  safe.  The 
monograph  shall,  in  the  case  of  a prescription  drug  product, 
state  whether  a practitioner  may  direct  that  information  la- 
beling for  patients  required  under  section  151  not  be  provided 
to  an  individual  patient.  The  Secretary  shall  provide,  as  an 
appendix  to  a monograph,  a guideline  for  the  content  of  infor- 
mation labeling  which  will  fulfill  the  requirements  of  sections 
146  and  154,  and,  if  such  labeling  is  required,  section  151. 

(d)  Requirements  for  Dispensing. — (1)  Except  as 
provided  in  paragraph  (2),  a monograph  for  a drug  entity 
shall  authorize  drug  products  that  are  eligible  to  be  licensed 
under  the  monograph  to  be  dispensed  without  the  prescrip- 
tion of  a practitioner. 

(2)  The  monograph  shall  require  a drug  product  that  is 
eligible  to'  be  licensed  under  the  monograph  to  be  dispensed 
only  by  or  upon  the  prescription  of  a practitioner  if  the  Secre- 
tary determines  that  the  supervision  by  a practitioner  of  the 
patients  to  whom  the  drug  product  is  dispensed  is  required 
because  of  (A)  the  toxic  or  other  potential  adverse  effects  that 
may  result  from  use  of  the  drug  product,  (B)  the  methods  of 
administration  or  collateral  measures  necessary  for  its  safe 
and  effective  use,  or  (C)  the  nature  of  the  disease,  injury,  or 
condition  being  treated  with  the  drug  product. 
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1 (3)  Additional  requirements  for  dispensing  of  a drug 

2 product  may  be  included  in  a monograph  under  subsection 

3 (e). 

4 (e)  Special  Requibements  foe  the  Disteibution 

5 and  Dispensing  of  a Deug  Peoduct. — (1)(A)  If  the  Sec- 

6 retary  determines  that — 

7 (i)  because  of  the  significance  of  risks  which  are 

8 presented  to  patients  or  to  the  public  health  from  the 

9 use  of  drug  products  containing  a particular  drug 

10  entity,  which  use  is  known  to  occur  or  can  reasonably 

11  be  expected  by  experts  qualified  by  scientific  training 

12  and  experience  to  evaluate  the  safety  and  effectiveness 

13  of  drug  products  to  occur,  such  drug  entity  cannot  be 

14  determined  to  be  safe  and  consequently  a monograph 

15  for  such  entity  cannot  be  issued,  or  if  issued,  would 

16  have  to  be  revoked,  unless  the  requirements  authorized 

17  by  this  paragraph  are  imposed  through  the  monograph 

18  on  the  distribution  and  dispensing  of  such  drug  prod- 

19  ucts; 

20  (ii)  such  requirements  can  reasonably  be  expected 

21  to  reduce,  in  a reasonable  period  of  time,  the  risks  re- 

22  f erred  to  in  clause  (i)  sufficiently  to  permit  such  drug 

23  entity  to  be  determined  to  be  safe;  and 

24  (iii)  no  other  administrative  or  educational  action 

25  authorized  to  be  taken  by  the  Secretary  under  this  title 
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or  under  any  other  law  can  reasonably  be  expected  to 
so  reduce  such  risks; 

the  monograph  for  the  drug  entity  shall  include,  either  at  the 
time  of  its  issuance  or  as  an  amendment,  such  requirements 
relating  to  the  distribution  and  dispensing  of  drug  products 
eligible  to  be  licensed  under  the  monograph  as  the  Secretary 
determines  are  necessary  to  reduce  the  risks  referred  to  in 
clause  (i)  sufficiently  to  permit  such  drug  entity  to  be  deter- 
mined to  be  safe. 

(B)  No  requirement  authorized  to  be  imposed  under  sub- 
paragraph  (A)  may — 

(i)  restrict  the  use  of  a drug  product  licensed 
under  the  monograph  to  practitioners  with  specific 
training  or  experience  in  its  use  or  to  practitioners  for 
use  in  certain  facilities  unless  the  Secretary  determines 
that  such  requirement  is  necessary  for  the  drug  entity 
to  be  determined  to  be  safe, 

(ii)  exclude  a practitioner  from  using  a drug  prod- 
uct licensed  under  the  monograph  solely  because  the 
practitioner  does  not  have  the  training  or  experience  to 
make  the  practitioner  eligible  for  certification  by  a cer- 
tifying board  recognized  by  the  American  Board  of 
Medical  Specialties  or  has  not  been  certified  by  such  a 
board, 
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1 (in)  be  included  in  a monograph  unless  it  has  been 

2 specifically  submitted  to  and  considered  by  an  appro- 

3 priate  drug  science  advisory  committee  appointed 

4 under  section  178(a),  and 

5 (iv)  be  imposed  on  a nonprescription  drug  product. 

6 (2)  If  the  Secretary  determines  that  the  drug  product  in 

7 a particular  use  involves  the  risk  of  serious  illness  or  injury 

8 but  does  not  outweigh  the  health  benefits  from  such  use,  the 

9 monograph  for  the  drug  entity  under  which  such  drug  prod- 

10  uct  is  licensed  may  include,  either  at  the  time  of  its  issuance 

11  or  as  an  amendment,  a requirement  that  the  drug  product 

12  may  not  be  dispensed  to  a patient  unless  the  informed  con- 

13  sent  of  the  patient  (or  the  patient’s  legal  representative)  has 

14  been  received  in  such  form  and  manner  as  shall  be  prescribed 

15  by  the  Secretary.  Such  a'  requirement  may  be  included  in  a 

16  monograph  only  if  it  has  been  specifically  submitted  to  and 

17  considered  by  an  appropriate  drug  science  advisory  commit- 

18  tee  appointed  under  section  178(a). 

19  (3)  Any  requirement  imposed  under  this  subsection  shall 

20  have  due  regard  for  the  health  needs  and  privacy  of  patients. 

21  (4)  Any  requirement  imposed  under  this  subsection  shall 

22  expire  three  years  following  the  date  it  becomes  effective. 

t 

23  The  requirement  may  be  renewed  upon  a new  determination 

24  by  the  Secretary,  in  accordance  with  the  procedures  for 

25  amending  a monograph,  that  the  conditions  described  in 

50-972  0-79-10 
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paragraph  (1)  or  (2)  still  exist  with  respect  to  the  drug  prod- 
uct involved.  The  determination  shall  be  based  upon  all  rele- 
vant information,  including  information  obtained  since  the 
previous  imposition  of  the  requirement. 

(f)  Requirements  for  Information  To  Be  Sub- 
mitted To  Obtain  a License  for  a Drug  Product 
Under  a Monograph. — (1)  A monograph  for  a drug  entity 
shall  specify  the  information  to  be  submitted  in  order  for  the 
Secretary  to  determine  whether  a drug  product  is  eligible  to 
be  licensed  under  the  monograph,  and  whether  the  drug 
product  fulfills  the  requirements  for  licensure  under  the 
monograph. 

(2)  A monograph  for  a drug  entity  may  require  that  an 
application  for  licensure  of  a drug  product  containing  the 
drug  entity  contain  or  be  accompanied  by,  in  addition  to  the 
information  required  by  section  122,  the  following: 

(A)  Evidence  that  the  drug  product  meets  applica- 
ble standards  of  identity,  strength,  quality,  purity,  and 
stability  under  subsection  (k)  and  section  115.  If  no 
such  standards  exist  under  those  provisions,  the  appli- 
cation for  licensure  shall  contain  appropriate  standards. 

(B)  A list  of  the  components  in  the  drug  product, 
or  in  the  drug  entity  that  is  contained  in  the  drug 
product. 
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(C)  A complete  and  detailed  description  of  the 
methods  used  in,  and  the  facilities  and  controls  used 
for,  manufacturing,  holding,  and  distributing  the  drug 
product  or  the  drug  entity  contained  in  the  drug  prod- 
uct. 

( D ) Samples  of  the  drug  product,  or  of  the  drug 
entity  contained  in  the  drug  product. 

(E)  Evidence  regarding  the  bioavailability  of  the 
drug  product. 

(F)  Such  other  data,  information,  or  materials  as 
the  Secretary  determines  are  necessary  to  determine 
whether  a drug  product  is  eligible  to  be  licensed  under 
the  monograph. 

(G)  Such  information  as  the  Secretary  determines 

i 

is  necessary  to  determine  whether  the  applicant  will 
comply  with  the  conditions  of  licensure  required  under 
the  monograph  or  under  subpart  3 or  4. 

(g)  Requirements  for  Surveillance  of  Drug 
Use  and  Experience. — (1)(A)  At  the  time  of  its  issuance, 
a monograph  for  a drug  entity  shall  include  the  requirement 
described  in  paragraph  (2)  unless  the  Secretary  finds  that 
such  requirement  is  not  necessary  or  useful  in  evaluating  the 
continuing  safety  of  the  drug  product. 

(B)  At  any  time  after  its  issuance,  a monograph  for  a 
drug  entity  shall  be  amended  to  include  the  requirement  de- 
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1 scribed  in  paragraph  (2)  if  the  Secretary  determines  that  such 

2 requirement  is  necessary  and  useful  in  evaluating  the  con- 

3 tinuing  safety  of  the  drug  product. 

4 (2)  The  Secretary  may  require  in  a monograph,  as  a 

5 condition  of  initial  or  continued  licensure  of  a drug  product 

6 under  the  monograph,  that  a person  obtaining  or  holding  a 

7 license  for  the  drug  product  establish  and  maintain  a system 

8 for  identifying  and  collecting  data  and  information  regarding 

9 the  use  of,  and  the  experience  with,  the  drug  product,  and 

10  make  reports  to  the  Secretary  regarding  the  data  and  infor- 

11  mation  collected.  Such  a requirement  shall  specify  the  pur- 

12  pose  for  which  data  and  information  is  to  be  identified  and 

13  collected  and  for  which  reports  on  the  data  and  information 

14  are  to  be  made.  If  such  a requirement  is  imposed  in  a mono- 

15  graph,  the  Secretary  shall  provide  as  an  appendix  to  the 

16  monograph  guidelines  for  systems  which  will  meet  such 

17  requirement. 

18  (3)  Any  requirement  imposed  under  paragraph  (2)  shall 

19  expire  five  years  following  the  date  on  which  it  becomes  ef- 

20  fective.  The  requirement  may  be  renewed  upon  a determina- 

21  tion  by  the  Secretary,  in  accordance  with  the  procedures  for 

22  amending  a monograph,  that  continuation  of  the  requirement 

23  is  necessary  or  useful  in  evaluating  the  continuing  safety  of 

24  the  drug  product  involved. 
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(h)  Requirements  for  the  Conduct  of  Scientific 
Investigations  on  a Drug  Product. — (1)  A monograph 
for  a drug  entity  may  include,  as  a condition  of  the  initial  or 
continued  licensure  of  a drug  product  under  the  monograph,  a 
requirement  that  a person  obtaining  or  holding  a license  for 
the  drug  product  conduct  scientific  investigations  to  detect 
and  evaluate  the  risks  of  a significant  adverse  effect  of  the 
drug  product,  if  on  the  basis  of  scientific  information,  includ- 
ing information  regarding  chemically  or  pharmacologically 
related  drug  products,  the  drug  product  is  known  or  may 
reasonably  be  expected  to  produce  such  adverse  effect. 

(2)(A)  A monograph  for  a drug  entity  may  include,  as  a 
condition  of  the  initial  or  continued  licensure  of  a drug  prod- 
uct under  the  monograph,  a requirement  that  a person  ob- 
taining or  holding  a license  for  the  drug  product  conduct  sci- 
entific investigations  relating  to  the  effectiveness  of  the  drug 
product  in  accordance  with  subparagraph  (B)  or  (C). 

(B)  If— 

(i)  the  drug  product  is  known  to  be  used,  or  can 
reasonably  be  expected  by  experts  qualified  by  scientif- 
ic training  and  experience  to  evaluate  the  safety  and 
effectiveness  of  drug  products  to  be  used,  for  a purpose 
or  in  a manner  which  is  not  set  forth  in  the  information 
labeling  for  the  drug  product,  and 
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1 (ii)  use  of  the  drug  product  for  such  purpose  or  in 

2 such  manner  may  present  a risk  of  illness  or  injury  to 

3 persons  who  use  the  product  because  of  adverse  effects 

4 or  lack  of  effective  treatment, 

5 a person  obtaining  or  holding  a license  for  the  drug  product 

6 may  be  required  to  conduct  scientific  investigations  to  deter- 

7 mine  whether  its  effectiveness  clearly  outweighs  such  risk  of 

8 illness  or  injury  and  consequently  if  the  drug  product  is  safe. 

9 (C)  If— 

10  (i)  the  drug  product  is  known  to  be  used,  or  can 

11  reasonably  be  expected  by  experts  qualified  by  scientif- 

12  ic  training  and  experience  to  evaluate  the  safety  and 

13  effectiveness  of  drug  products  to  be  used,  for  a purpose 

14  or  in  a manner  which  is  not  set  forth  in  the  information 

15  labeling  for  the  drug  product,  and 

16  (ii)  there  exists  a scientific  basis  on  which  experts 

17  qualified  by  training  and  experience  to  evaluate  the 

18  safety  and  effectiveness  of  drug  products  could  fairly 

19  and  responsibly  conclude  that  the  drug  product  may  be 

V 

20  effective  when  used  for  such  purpose  or  in  such 

21  manner, 

22  a person  obtaining  or  holding  a license  for  the  drug  product 

23  may  be  required  to  conduct  scientific  investigations  to  deter- 

24  mine  the  effectiveness  of  the  drug  product  when  used  for  such 

25  purpose  or  in  such  manner. 
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1 (3)  In  imposing  a requirement  under  this  subsection  the 

2 Secretary  shall  provide,  as  an  appendix  to  the  monograph, 

3 guidelines  on  protocols  for  conducting  investigations  which 

4 will  fulfill  such  requirement.  The  Secretary  may  also  specify 

5 a timetable  by  which  the  investigations  are  to  be  completed 

6 and  the  results  from  the  investigations  are  to  be  reported  to 

7 the  Secretary. 

8 (4)  No  requirement  shall  be  imposed  under  this  subsec- 

9 tion  unless  the  Secretary  has  submitted  the  specific  require- 

10  ment  to  an  appropriate  drug  science  advisory  committee  ap- 

11  pointed  in  accordance  with  section  178(a). 

12  (i)  Requirements  for  Recordkeeping  and  Re- 

13  porting  Regarding  Drug  Products  Licensed  Under 

14  a Monograph. — A monograph  for  a drug  entity  may  in- 

15  elude,  as  a condition  of  initial  or  continued  licensure  of  a drug 

16  product  under  the  monograph,  a requirement  that  a person 

17  obtaining  or  holding  a license  for  the  drug  product  establish 

18  and  maintain  accurate,  complete,  and  current  records  of,  and 

19  make  reports  to  the  Secretary  regarding,  data  and  informa- 

20  tion  generated,  received,  or  otherwise  obtained  by  the  li- 

21  censee  after  the  issuance  of  the  license  relating  to  the  drug 

22  product  and  its  manufacture,  distribution,  preclinical  studies, 

23  and  clinical  use  and  experience,  if  the  records  and  reports  so 

24  required  are  reasonably  necessary  to  evaluate  the  continued 

25  effectiveness  and  safety  of  the  drug  product  or  the  continued 
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1 compliance  of  the  licensee  with  the  conditions  of  licensure 

2 under  the  monograph.  No  reports  may  be  required  to  be 

3 made  under  this  subsection  regarding  any  information  that 

4 may  not  be  inspected  or  obtained  during  an  inspection  under 

5 section  175  of  this  title. 

6 (j)  Requirements  for  the  Approval  of  Batches 

7 of  Drug  Products  Licensed  Under  a Monograph. — 

8 (1)  A monograph  may  include,  as  a condition  of  initial  or 

9 continued  licensure  of  a drug  product  under  the  monograph,  a 

10  requirement  that  a person  obtaining  or  holding  a license  for 

11  the  drug  product  obtain,  in  accordance  with  this  subsection, 

12  the  approval  of  the  Secretary  for  each  batch  of  the  drug  prod- 

13  uct  before  distributing  that  batch,  if  the  Secretary  determines 

14  that — 

15  (A)  there  is  reason  to  believe  that  a significant 

16  number  of  individual  batches  of  the  drug  product  (man- 

17  ufactured  either  by  several  licensees  or  by  one  licensee 

18  who  supplies  a significant  proportion  of  the  total  pro- 

19  duction  of  the  drug  product)  would  not  consistently 

20  meet  one  or  more  of  the  applicable  standards  of  iden- 

21  tity,  strength,  quality,  purity,  and  stability,  under  the 

22  monograph,  section  115,  or  the  application  for  licen- 

23  sure  for  the  drug  product,  or  have  a proper  level  of 

24  bioavailability  in  patients,  and 
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1 (B)  failure  of  a batch  of  the  drug  product  to  meet 

2 such  standards  or  have  such  a level  of  bioavailability 

3 poses  a risk  of  illness  or  injury  to  patients  using  drug 

4 products  from  that  batch,  either  from  adverse  effects  or 

5 as  a result  of  a lack  of  effectiveness. 

6 (2)(A)  A requirement  imposed  under  this  subsection 

7 shall  identify  the  standards  of  identity,  strength,  quality, 

8 purity,  or  stability,  or  levels  of  bioavailability,  for  which 

9 batches  of  the  drug  product  shall  be  tested. 

10  (B)  The  Secretary  shall  provide,  as  an  appendix  to  the 

11  monograph,  guidelines  describing  the  specific  tests  or  meth- 

12  ods  of  assay  to  be  used. 

13  (3)  If  a requirement  is  imposed  under  this  subsection  in 

14  a monograph,  any  licensee  for  a drug  product  licensed  under 

15  the  monograph  may  request  the  Secretary  to  include  in  the 

16  license  an  exemption  for  such  drug  product  from  such  re- 

17  quirement.  In  determining  whether  to  grant  such  an  exemp- 

18  tion  the  Secretary  shall  consider — 

19  (A)  the  consistency  with  which  the  licensee  has 

20  manufactured  consecutive  batches  of  the  drug  product 

21  which  have  been  approved  as  prescribed  by  paragraph 

22  (2)  during  a period  of  time  deemed  significant  in  light 

23  of  the  volume  of  the  drug  product  manufactured;  and 

24  (B)  any  other  information  relevant  to  determine 

25  whether  continued  batch  approval  of  the  drug  product 


1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 


148 


32 

is  necessary  to  assure  that  it  complies  with  the  appli- 
cable standards  of  identity,  strength,  quality,  purity, 
and  stability,  and  levels  of  bioavailability. 

(4)  Any  requirement  imposed  in  a monograph  under  this 
subsection  shall  expire  three  years  following  the  date  it  be- 
comes effective.  The  requirement  may  be  renewed  upon  a 
new  determination  by  the  Secretary,  in  accordance  with  the 
procedures  for  amending  a monograph,  that  the  conditions 
described  in  paragraph  (1)  still  exist  with  respect  to  the  drug 
product  involved.  This  determination  shall  be  based  upon  all 
relevant  information,  including  the  experience  of  all  manufac- 
turers of  drug  products  licensed  under  the  monograph  in 
demonstrating  consistency  in  the  manufacture  of  approvable 
batches  of  drug  products  during  the  period  of  time  in  which 
the  requirement  has  been  in  effect. 

(k)  Standards  of  Identity,  Strength,  Quality, 
Purity,  and  Stability. — A monograph  for  a drug  entity 
may  include,  as  a condition  for  initial  or  continued  licensure 
of  a drug  product  under  the  monograph,  a requirement  that, 
in  addition  to  the  requirements  of  section  115,  a person  ob- 
taining or  holding  a license  for  the  drug  product  comply  with 
one  or  more  prescribed  standards  of  identity,  strength,  qual- 
ity, and  purity  for  the  drug  entity  described  in  the  monograph 
or  for  drug  products  containing  that  entity,  or  with  one  or 
more  standards  to  assure  the  stability  of  such  drug  products, 
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1 if  the  Secretary  determines  that  other  standards  either  do  not 

2 exist  or  are  not  adequate  to  assure  the  safe  and  effective  use 

3 of  the  drug  product.  If  a requirement  is  imposed  under  this 

4 subsection,  the  Secretary  shall  provide,  as  an  appendix  to  the 

5 monograph,  guidelines  describing  the  standard  and  at  least 

6 one  test  or  method  of  assay  for  determining  whether  the 

7 standard  is  met. 

8 (1)  Standards  and  Specifications  for  Packag- 

9 ing. — A monograph  for  a drug  entity  may  include,  as  a con- 

10  dition  for  initial  or  continued  licensure  of  a drug  product 

11  under  the  monograph,  a requirement  that,  in  addition  to  the 

12  requirements  of  section  117,  a person  obtaining  or  holding  a 

13  license  for  the  drug  product  comply  with  one  or  more  pre- 

14  scribed  standards  and  specifications  for  the  packaging  of  drug 

15  products  containing  the  drug  entity,  if  the  Secretary  deter- 

16  mines  that  such  standards  or  specifications  are  necessary  to 

17  assure  safe  handling  of  the  drug  products,  to  minimize  their 

18  deterioration,  to  prevent  deception  of  purchasers  or  contami- 

19  nation  of  other  drug  products,  or  otherwise  to  protect  the 

20  public  health. 

21  STANDARDS  FOR  ISSUANCE,  AMENDMENT,  SUSPENSION, 

22  AND  REVOCATION  OF  MONOGRAPHS  GENERALLY 

23  Sec.  109.  (a)  General  Requirement. — The  Secre- 

24  tary  shall,  pursuant  to  the  procedures  set  forth  in  section 
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111,  issue  a monograph  for  a drug  entity  under  this  section  if 
the  Secretary  determines  that  the  drug  entity — 

(1)  is  effective,  as  described  in  subsection  (b); 

(2)  has  been  assessed  for  risks,  as  described  in 

subsection  (c);  and 

(3)  is  safe,  as  described  in  subsection  (e). 

(b)  Effectiveness. — (1)  The  Secretary  may  issue  a 
monograph  under  this  section  only  if  the  Secretary  deter- 
mines that  the  petitioner  for  the  monograph  has  shown  by 
substantial  evidence  that  the  drug  entity  described  in  the 
monograph  is  effective. 

(2)  For  purposes  of  this  section  and  section  110,  the 

i 

term  “effective’ ’ means  that  a drug  entity,  when  incorporated 
into  a drug  product  which  is  used  in  accordance  with  the 
conditions  of  use  set  forth  in  the  information  labeling  of  the 
drug  product,  will  have  the  effect  it  is  represented  in  such 
labeling  to  have  in  the  diagnosis,  cure,  mitigation,  or  treat- 
ment of  a disease  or  other  condition  affecting  the  health  of  a 
human,  or  in  the  prevention  of  a disease  or  other  condition 
(other  than  an  injury)  affecting  the  health  of  a human;  and 

(3)  For  purposes  of  this  section,  the  term  “substantial 
evidence”  means  evidence  consisting  of  adequate  and  well- 
controlled  investigations,  including  clinical  investigations, 
conducted  by  experts  qualified  by  scientific  training  and  expe- 
rience to  evaluate  the  effectiveness  of  the  drug  entity  in- 
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1 volved,  on  the  basis  of  which  it  could  fairly  and  responsibly 

2 be  concluded,  by  experts  qualified  by  scientific  training  and 

3 experience  to  evaluate  the  effectiveness  of  the  drug  entity 

4 involved,  that  the  drug  entity  will  have  the  effect  represented 

5 in  information  labeling  for  drug  products  eligible  to  be  li- 

6 censed  under  the  monograph. 

7 (c)  Risk  Assessment. — The  Secretary  may  issue  a 

8 monograph  under  this  section  only  if — 

9 (1)  the  Secretary  determines  that  the  petitioner 

10  for  the  monograph  has  shown  that  the  drug  entity  has 

11  been  tested  by  all  methods  reasonably  applicable  and 

12  sufficient  to  detect  and  evaluate  the  risks  of  the  drug 

13  entity;  and 

14  (2)  the  results  of  the  testing  of  the  drug  entity  by 

15  such  methods  have  been  reported  to  the  Secretary  in 

16  such  form  and  manner  as  the  Secretary  has  prescribed. 

17  (d)  Requirements  Under  a Monograph. — The 

18  Secretary  may  issue  a monograph  which  includes  any  stand- 

19  ard  or  requirement  authorized  in  section  108  only  if  the  req- 

20  uisite  determinations  with  respect  to  such  standard  or  re- 

21  quirement  are  made. 

22  (e)  Safety. — The  Secretary  may  issue  a monograph 

23  under  this  section  only  if  the  Secretary  determines  that  the 

24  petitioner  for  the  monograph  has  shown  that  the  drug  entity 

25  is  safe.  As  used  in  this  section  and  in  section  110,  the  term 
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“safe”  means  that  the  health  benefits  of  the  drug  entity 
clearly  outweigh  the  risks  presented  by  the  drug  entity, 
taking  into  account  the  standards  and  requirements  applica- 
ble to  drug  products  eligible  to  be  licensed  under  the  mono- 
graph. In  determining  whether  a drug  entity  is  safe,  the  Sec- 
retary shall  consider,  among  other  things,  the  following: 

(1)  The  health  benefits  of  the  drug  entity  and 
their  significance.  In  considering  such  benefits  the  Sec- 
retary shall  consider — 

(A)  the  known,  suspected,  or  potential  effects 
on  the  health  of  patients,  and  the  frequency  and 
magnitude  of  these  effects,  that  result  from  the  ef- 
fectiveness of  the  drug  entity  when  such  patients 
use  drug  products  eligible  to  be  licensed  under  the 
monograph  under  the  conditions  of  use  set  forth  in 
the  information  labeling  for  such  products; 

(B)  the  known  effects  on  the  acceptability  of 
drug  products  eligible  to  be  licensed  under  the 
monograph  to  patients,  due  to  the  convenience  of 
the  dosage  forms,  the  frequency  and  severity  of 
adverse  effects,  or  related  factors;  and 

(C)  the  known,  suspected,  or  potential  effects 
on  the  public  health  that  result  from  the  effective- 
ness of  the  drug  entity  when  drug  products  eligi- 
ble to  be  licensed  under  the  monograph  are  used 
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under  the  conditions  of  use  set  forth  in  the  infor- 
mation labeling  for  such  products. 

(2)  The  risks  presented  by  the  drug  entity  and  the 
significance  of  such  risks.  In  considering  such  risks  the 
Secretary  shall  consider — 

(A)  the  known  or  suspected  adverse  effects 
upon  the  health  of  patients  and  medical  personnel, 
and  the  frequency  and  severity  of  these  effects, 
that  result  from  the  use  of  drug  products  eligible 
to  be  licensed  under  the  monograph  under  the 
conditions  of  use  set  forth  in  the  information  la- 
beling for  such  products; 

(B)  the  potential  adverse  effects  upon  the 
health  of  patients  and  medical  personnel  implied 
by  animal  investigations  or  other  scientific  infor- 
mation, including  information  regarding  chemi- 
cally or  pharmacologically  related  drug  entities; 

(C)  the  known,  suspected,  or  potential  ad- 
verse effects  upon  the  health  of  individuals,  when 
drug  products  eligible  to  be  licensed  under  the 
monograph  are  used  under  conditions  of  use 
which  are  not  set  forth  in  the  information  labeling 
for  such  products  but  which  are  known  or  can 
reasonably  be  expected  to  occur,  including  inten- 
tional abuse  of  such  products  and  use  of  such 
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1 products  for  therapeutic  purposes  or  in  patient 

2 populations  not  described  in  such  labeling;  and 

3 (D)  the  known,  suspected,  or  potential  ad- 

4 verse  impact  on  the  public  health  when  the  drug 

5 products  eligible  to  be  licensed  under  the  mono- 

6 graph  are  used  under  conditions  which  may  or 

7 may  not  be  in  the  labeling  for  such  products,  in- 

8 eluding  the  intentional  abuse  of  such  products  and 

9 the  use  of  such  products  for  therapeutic  purposes 

10  or  in  patient  population  not  described  in  such 

1 1 labeling. 

12  (3)  The  benefits  and  risks  associated  with  other 

13  forms  of  therapy,  including  drug  therapy,  that  are 

14  available  to  treat  the  population  of  patients  for  whom 

15  drug  products  eligible  to  be  licensed  under  the  mono- 

16  graph  are  intended. 

17  (4)  The  adequacy  of  the  information  labeling  for 

18  such  drug  products  in  reasonably  assuring  their  appro- 

19  priate  use. 

20  (5)  The  adequacy  of  the  standards  and  require- 

21  ments  prescribed  by  the  monograph  in  reasonably  as- 

22  suring  the  appropriate  use  of  all  drug  products  licensed 

23  under  the  monograph. 

24  (f)  Amendments. — (1)  The  Secretary  shall  amend  a 

25  i monograph  under  this  section  to  include  within  (or  to  delete 
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1 from)  the  monograph  an  indication  or  a type  of  dosage  form 

2 of  a drug  product,  or  to  change  the  strength  of  a type  of 

3 dosage  form  of  a drug  product,  if  the  Secretary  makes  (or,  in 

4 the  case  of  deletion,  can  no  longer  make)  the  determinations 

5 required  in  this  section  with  respect  to  that  indication,  dosage 

6 form,  or  strength. 

7 (2)  The  Secretary  may  amend  a monograph  under  this 

8 section  to  add  a standard  or  requirement,  if  the  Secretary 

9 makes  the  relevant  determinations  required  under  section 

10  108  with  respect  to  that  standard  or  requirement. 

11  (3)  The  Secretary  may  amend  a monograph  under  this 

12  section  to  delete  a standard  requirement,  if  the  Secretary  can 

13  no  longer  make  the  relevant  determinations  required  under 

14  section  108  with  respect  to  that  standard  or  requirement. 

15  (4)  Amendments  to  monographs  shall  be  made  by  orders 

16  issued  in  accordance  with  section  111,  except  that  the  Secre- 

17  tary  may  make  an  order  proposing  an  amendment  effective 

18  upon  its  publication  in  the  Federal  Register  if  the  Secretary 

19  determines  that  unless  such  order  is  made  so  effective,  the 

20  monograph  would  be  suspended  under  subsection  (h)  pending 

21  completion  of  proceedings  under  subsection  (g)  to  revoke  the 

22  monograph.  If  such  an  order  is  made  so  effective,  the  Secre- 

23  tary  shall  (A)  notify  each  licensee  of  a drug  product  licensed 

24  under  the  monograph  of  the  terms  of  the  amendment  pro- 

25  posed  by  the  order,  and  (B)  initiate  and  complete  proceedings 

50-972  0-79-11 
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1 under  section  111  with  respect  to  the  order  on  an  expedited 

2 basis.  Upon  completion  of  such  proceedings,  the  Secretary 

3 shall  affirm,  modify,  or  revoke  such  order. 

4 (g)  Revocation. — The  Secretary  shall,  pursuant  to 

5 section  111,  revoke  a monograph  under  this  section  if  the 

6 Secretary  determines  that  on  the  basis  of  new  information, 

7 the  drug  entity  described  in  the  monograph — 

8 (1)  is  no  longer  shown  by  substantial  evidence  to 

9 be  effective  for  the  conditions  of  use  set  forth  in  infor- 

10  mation  labeling  for  drug  products  eligible  to  be  licensed 

11  under  the  monograph;  or 

12  (2)(A)  is  no  longer  shown  to  be  safe;  and 

13  (B)  cannot  reasonably  be  expected  to  be  made 

14  safe  by  amendment  of  the  monograph  to  include  addi- 

15  tional  requirements  or  standards  for  drug  products  eli- 

16  gible  to  be  licensed  under  the  monograph. 

17  (h)  Suspension. — (1)  The  Secretary  may  by  order  sus- 

18  pend  a monograph  under  this  section,  pending  completion  of 

19  proceedings  under  subsection  (g)  to  determine  whether  the 

20  monograph  should  be  revoked  if  the  Secretary  determines 

2 1 that — 

22  (A)  the  drug  entity  presents  an  unreasonable  and 

23  substantial  risk  of  illness  or  injury,  and 

24  (B)  amendment  of  the  monograph  to  include  addi- 

25  tional  requirements  or  standards  for  drug  products  li- 
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censed  under  the  monograph  cannot  reasonably  be  ex- 
pected to  eliminate  or  reduce  the  risk  sufficiently  to 
permit  the  Secretary  to  determine  that  the  drug  entity 
is  safe. 

(2)  An  order  suspending  a monograph  shall  become  ef- 
fective on  the  date  specified  in  the  order  and  shall  remain  in 
effect  until  completion  of  proceedings  to  determine  whether 
the  monograph  should  be  revoked.  The  Secretary  shall  pub- 
lish in  the  Federal  Register  notice  of  any  order  issued  under 
paragraph  (1)  and  shall  also  notify  each  licensee  of  a drug 
product  licensed  under  the  monograph  of  the  order.  If  such 
an  order  is  issued,  proceedings  under  subsection  (g)  shall  be 
initiated  and  completed  on  an  expedited  basis. 

STANDARDS  FOR  PROVISIONAL  ISSUANCE,  AMENDMENT, 
SUSPENSION,  AND  REVOCATION  OF  DRUG  MONO- 
GRAPHS IN  SPECIAL  CIRCUMSTANCES 

Sec.  110.  (a)  General  Requirements. — The  Secre- 
tary shall,  pursuant  to  the  procedures  set  forth  in  section 
111,  provisionally  issue  a monograph  for  a drug  entity  under 
this  section  if  the  Secretary  determines  that — 

(1)  on  the  basis  of  the  information  submitted  in 
the  petition,  the  requirement  described  in  subsection  (a) 
(1)  of  section  109  for  issuance  of  a monograph  for  the 
drug  entity  under  that  section  cannot  be  met  at  the 
time  the  petition  is  filed  with  the  Secretary; 
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(2)  the  petitioner  for  the  monograph  has  show 
that — 

(A)  the  drug  entity  is  intended  to  be  used  in 
the  diagnosis,  cure,  mitigation,  or  treatment  of  a 
disease,  injury,  or  other  condition  affecting  the 
health  of  a human,  or  in  the  prevention  of  a dis- 
ease or  other  condition  (other  than  an  injury)  af- 
fecting the  health  of  a human,  which  disease, 
injury,  or  condition  is  life  threatening  or  is  severe- 
ly debilitating  or  disabling  in  a significant  portion 
of  the  patient  population  affected  by  that  disease, 
injury,  or  condition, 

(B)  with  respect  to  such  disease  or  injury — 

(i)  no  other  effective  methods  of  diagno- 
sis, cure,  mitigation,  treatment,  or  prevention 
(as  the  case  may  be)  exists,  or 

(ii)  the  drug  entity  offers  a major  advan- 
tage to  patients  compared  to  the  benefits  of- 
fered by  alternative  methods  of  diagnosis, 
cure,  mitigation,  treatment,  or  prevention  (as 
the  case  may  be)  because  use  of  the  drug 
entity  will  significantly  reduce  risks  to 
health,  or  provide  significantly  greater  effec- 
tiveness, or  both,  and 
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(C)  the  patient  population  affected  by  the  dis- 
ease, injury,  or  condition  described  in  subpara- 
graph (A)  will  not  be  adequately  served  by  the 
registration  under  subpart  5 of  a drug  product 
containing  the  drug  entity; 

(3)  the  petitioner  for  the  monograph  has  shown 
that  the  drug  entity  offers  such  an  advantage  in  the  di- 
agnosis, cure,  mitigation,  treatment,  or  prevention  of 
the  disease,  injury,  or  condition  described  in  paragraph 
(2)(A)  that  delaying  issuance  of  the  monograph  until 
completion  of  adequate  and  well-controlled  clinical  in- 
vestigations would  present  significantly  greater  risks  to 
patients  affected  by  that  disease,  injury,  or  condition 
than  would  issuing  the  monograph  without  those  inves- 
tigations; 

(4)  the  drug  entity  is  effective,  as  described  in 
subsection  (b); 

(5)  the  drug  entity  has  been  assessed  for  risks,  as 
described  in  subsection  (c); 

(6)  the  monograph  is  subject  to  mandatory  and 
other  appropriate  requirements,  as  described  in  subsec- 
tion (d);  and 

(7)  the  drug  entity  is  safe,  as  described  in  subsec- 
tion (e). 
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(b)  Effectiveness. — (1)  The  Secretary  may  provi- 
sionally issue  a monograph  under  this  section  only  if  the  Sec- 
retary determines  that  the  petitioner  for  the  monograph  has 
shown  by  significant  evidence  that  the  drug  entity  described 
in  the  monograph  is  effective  (as  defined  in  section  109(b)(2)). 

(2)  As  used  in  this  subsection,  the  term  “significant  evi- 
dence” means  evidence  consisting  of  valid  and  meaningful 
scientific  investigations,  including  investigations  in  animals 
and  well-documented  clinical  experience  and  clinical  investi- 
gations (unless  such  investigations  are  not  feasible  due  to  an 
absence  of  methodology  or  due  to  ethical  proscriptions  on 
such  investigations),  conducted  by  experts  qualified  by  scien- 
tific training  and  experience  to  evaluate  the  effectiveness  of 
the  drug  entity  involved,  on  the  basis  of  which  it  could  fairly 
and  responsibly  be  concluded  by  experts,  qualified  by  scien- 
tific training  and  experience  to  evaluate  the  effectiveness  of 
the  drug  entity  involved,  that  the  drug  entity  will  have  the 
effect  represented  in  information  labeling  for  drug  products 
eligible  to  be  licensed  under  the  monograph. 

(e)  Risk  Assessment. — The  Secretary  may  provision- 
ally issue  a monograph  under  this  section  only  if — 

(1)  the  Secretary  determines  that  the  petitioner 
for  the  monograph  has  shown  that  the  drug  entity  has 
been  tested  by  all  methods  reasonably  applicable  and 
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sufficient  to  detect  and  evaluate  the  risks  of  the  drug 
entity;  and 

(2)  the  results  of  the  testing  of  the  drug  entity  by 

such  methods  have  been  reported  to  the  Secretary  in 

r' 

such  form  and  manner  as  the  Secretary  has  prescribed, 
(d)  Requirements  Under  a Monograph. — (1)  The 
Secretary  may  provisionally  issue  a monograph  under  this 
section  only  if  the  monograph  contains  the  following  require- 
ments for  drug  products  eligible  to  be  licensed  under  the 
monograph: 

(A)  Such  drug  products  shall  be  dispensed  only  by 
or  upon  the  prescription  of  a practitioner. 

(B)  A person  obtaining  or  holding  a license  for 
any  such  drug  product  shall  be  required  to  establish 
and  maintain  records  and  make  reports  regarding  the 
manufacture,  distribution,  and  clinical  use  and  experi- 
ence of  the  drug  product. 

(C)  A person  obtaining  or  holding  a license  for 
any  such  drug  product  shall  be  required  to  establish 
and  maintain  a system  for  collecting  data  and  informa- 
tion on  the  use  of  and  experience  with  the  drug  prod- 
uct. 

(D)  A person  obtaining  or  holding  a license  for 
any  such  drug  product  shall  be  required  to  continue 
and  complete  adequate  and  well-controlled  clinical  in- 
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vestigations  to  provide  substantial  evidence  for  deter- 
mining whether  the  drug  entity  in  such  drug  products 
is  effective,  unless  such  investigations  are  not  feasible 
due  to  an  absence  of  methodology  or  due  to  ethical 
proscriptions  on  such  investigations. 

(2)  The  Secretary  may  include  in  the  monograph  any 
other  requirement  or  condition  authorized  in  section  108  if 
the  requisite  determinations  are  made. 

(e)  Safety. — The  Secretary  may  provisionally  issue  a 
monograph  under  this  section  only  if  the  Secretary  deter- 
mines that  the  petitioner  for  the  monograph  has  shown  that 
the  drug  entity  is  safe,  as  determined  in  accordance  with  sec- 
tion 109(e). 

(f)  Amendments. — (1)  The  Secretary  shall  amend  a 
monograph  under  this  section  to  include  within  (or  to  delete 
from)  the  monograph  a type  of  dosage  form  of  a drug  product, 
or  to  change  the  strength  of  a type  of  dosage  form  of  a drug 
product,  if  the  Secretary  makes  (or,  in  the  case  of  deletion, 
can  no  longer  make)  the  determinations  required  in  this  sec- 
tion with  respect  to  that  dosage  form  or  strength. 

(2)  The  Secretary  may  amend  a monograph  under  this 
section  to  add  a standard  or  requirement,  if  the  Secretary 
makes  the  relevant  determinations  required  under  section 
108  with  respect  to  that  standard  or  requirement. 
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1 (3)  The  Secretary  may  amend  a monograph  under  this 

2 section  to  delete  a standard  or  requirement  (other  than  a re- 

3 quirement  mandated  under  subsection  (d)(1)),  if  the  Secretary 

4 can  no  longer  make  the  relevant  determinations  required 

5 under  section  108  with  respect  to  that  standard  or  require- 

6 ment. 

7 (4)  Amendments  to  monographs  shall  be  made  by  orders 

8 issued  and  made  effective  in  accordance  with  section  111, 

9 except  that  the  Secretary  may  make  an  order  proposing  an 

10  amendment  effective  upon  its  publication  in  the  Federal  Reg- 

11  ister  if  the  Secretary  determines  that  unless  such  order  is 

12  made  so  effective,  the  monograph  would  be  suspended  under 

13  subsection  (i)  pending  completion  of  proceedings  under  sub- 

14  section  (h)  to  revoke  the  monograph.  If  such  an  order  is  made 

15  so  effective,  the  Secretary  shall  (A)  notify  each  licensee  of  a 

16  drug  product  licensed  under  the  monograph  of  the  terms  of 

17  the  amendment  proposed  by  the  order,  and  (B)  initiate  and 

18  complete  proceedings  under  section  111  with  respect  to  the 

19  order  on  an  expedited  basis.  Upon  completion  of  such  pro- 

20  ceedings,  the  Secretary  shall  affirm,  modify,  or  revoke  such 

21  order. 

22  (g)  Expiration  of  Monograph. — Approval  of  a 

23  monograph  issued  under  this  section  shall  expire  three  years 

24  following  the  date  it  becomes  effective.  Approval  of  a mono- 

25  graph  may  be  renewed  if  the  Secretary  determines,  pursuant 
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1 to  the  procedures  set  forth  in  section  111,  that  the  conditions 

2 and  requirements  for  approval  of  a monograph  under  this  sec- 

3 tion  still  exist.  This  determination  shall  be  based  upon  all 

4 relevant  information,  including  information  obtained  since  the 

5 previous  approval  of  the  monograph. 

6 (h)  Revocation  of  Monograph. — (1)  The  Secretary 

7 shall,  pursuant  to  section  111,  revoke  a monograph  issued 

8 under  this  section  if  the  Secretary  determines — 

9 (A)  that  any  of  the  standards  or  requirements 

10  under  subsection  (d)  of  this  section  are  not  being  com- 
il plied  with; 

12  (B)  on  the  basis  of  new  information,  that  the  drug 

13  entity  is  no  longer  shown  by  significant  evidence  to  be 

14  effective  for  the  conditions  of  use  set  forth  in  informa- 

15  tion  labeling  for  drug  products  eligible  to  be  licensed 

16  under  the  monograph;  or 

17  (C)  on  the  basis  of  new  information,  that  the  drug 

18  entity  described  in  the  monograph  is  no  longer  shown 

19  to  be  safe. 

20  (i)  Suspension. — (1)  The  Secretary  shall  by  order  sus- 

21  pend  a monograph  under  this  section,  pending  completion  of 

22  proceedings  under  subsection  (h)  to  determine  whether  the 

23  monograph  should  be  revoked,  if  the  Secretary  determines 

24  that  proceedings  should  be  commenced  to  revoke  the 

25  monograph. 
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(2)  An  order  suspending  a monograph  shall  become  ef- 
fective on  the  date  specified  in  the  order  and  shall  remain  in 
effect  until  completion  of  the  proceedings  to  determine 
whether  the  monograph  should  be  revoked.  The  Secretary 
shall  publish  in  the  Federal  Register  notice  of  any  order 
issued  under  paragraph  (1)  and  shall  also  notify  each  licensee 
of  a drug  product  licensed  under  the  monograph.  If  such  an 
order  is  issued,  proceedings  under  subsection  (h)  shall  be  ini- 
tiated and  completed  on  an  expedited  basis. 

PROCEDURES  FOR  ISSUING,  AMENDING,  AND  REVOKING 

MONOGRAPHS 

Sec.  111.  (a)  General  Statement  of  Proce- 
dure.— (1)  Any  person  may  submit  for  filing  under  subsec- 
tion (b)  a petition  to  the  Secretary  to  issue,  amend,  or  revoke 
under  section  109  or  110  a monograph  for  a drug  entity. 

(2)  If  a petition  is  filed  under  subsection  (b)  to  issue, 
amend,  or  revoke  a monograph  for  a drug  entity — 

(A)  the  Secretary  shall  notify  the  public,  in  ac- 
cordance with  subsection  (c)(1),  of  the  filing; 

(B)  the  petition  shall  be  reviewed  and  evaluated 
by  personnel  of  the  Department  in  accordance  with 
subsection  (d)  and  such  personnel  shall  prepare  a 
report  recommending  action  to  be  taken  by  the  Secre- 
tary in  response  to  the  petition; 
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(C)  the  Secretary  shall,  in  accordance  with  sub- 
section (e),  provide  an  opportunity  for  a public  hearing 
and  make  available  to  the  public  the  report  referred  to 
in  subparagraph  (B)  prior  to  the  hearing; 

(D)  a hearing  requested  shall  be  held  within  two 
hundred  and  ten  days  of  the  date  of  the  filing,  and  op- 
portunity shall  be  provided  for  the  submission  of  addi- 
tional written  comments  following  such  hearing; 

(E)  a drug  science  advisory  committee  shall  pre- 
pare, in  accordance  with  subsection  (g),  a recommenda- 
tion for  action  by  the  Secretary  and  Department  per- 
sonnel shall  review  their  recommendation  to  the  Secre- 
tary in  accordance  with  such  subsection;  and 

(F)  within  three  hundred  and  sixty  days  of  the 
date  of  the  filing,  the  Secretary  shall  take  the  action 
prescribed  by  subsection  (h). 

(3)  The  Secretary  may,  on  the  Secretary’s  own  initia- 
tive, amend  or  revoke  a monograph  for  a drug  entity.  If  the 
Secretary  proposes  to  amend  or  revoke  a monograph,  the 
Secretary  shall — 

(A)  notify  the  public,  in  accordance  with  subsec- 
tion (e)(3),  of  his  proposed  action; 

(B)  provide  an  opportunity  for  a public  hearing  in 
accordance  wdth  subsection  (f),  to  be  commenced  within 
ninety  days  of  the  date  of  the  notice; 
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(C)  provide  opportunity  for  the  submission  of  addi- 
tional written  comments  on  the  action  of  the  Secretary 
which  was  the  subject  of  the  hearing; 

(D)  have  a drug  science  advisory  committee  pre- 
pare, in  accordance  with  subsection  (g),  a recommenda- 
tion on  the  action  proposed  by  the  Secretary;  and 

(E)  within  one  hundred  and  eighty  days  of  the 
date  of  the  notice  take  the  action  prescribed  by  subsec- 
tion (h). 

(b)  Petitions  Regarding  a Monograph. — (1)  A pe- 
tition to  issue  a monograph  for  a drug  entity  shall  contain  the 
following: 

(A)(i)  A description  of  the  drug  entity,  which  de- 
scription meets  the  requirements  of  section  108(b). 

(ii)  Proposed  requirements  and  guidelines  for  the 
contents  of  information  labeling  for  drug  products  that 
would  be  licensed  under  the  monograph. 

(iii)  If  the  petition  proposes  that  the  Secretary 
impose  any  requirement  or  standard  described  in  sub- 
section (e),  (f)(2),  (h)(2),  (i),  (j),  (k),  or  (1)  of  section  108, 
information  which  is  adequate  to  show  the  basis  for  the 
conclusion  of  the  petitioner  that  such  requirement 
should  be  imposed  and  a proposal  for  the  text  of  such 
requirement  (including  guidelines,  where  applicable). 
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(iv)  If  the  petition  proposes  that  the  requirement 
described  in  subsection  (g)(2)  of  section  108  not  be  im- 
posed, information  which  is  adequate  to  show  the  basis 
for  the  conclusion  of  the  petitioner  that  such  require- 
ment should  not  be  imposed. 

(B)  Three  reports  (in  such  form  as  the  Secretary 
shall  prescribe)  of  evidence  derived  from  all  investiga- 
tions that  have  been  made  to  evaluate  the  effectiveness 
of  the  drug  entity  and  to  assess  its  risks,  as  follows: 

(i)  A report  in  summary  form  of  (I)  each  such 
investigation,  and  (II)  data  and  information  from 
such  investigations.  Such  summary  shall  be  ade- 
quate to  disclose  the  basis  on  which  the  petitioner 
concludes  that  the  drug  entity  is  effective  and  has 
been  assessed  for  risks. 

(ii)  A report  containing  (I)  a detailed  descrip- 
tion of  each  such  investigation,  (II)  the  protocols 
for  each  such  investigation,  and  (III)  tables,  com- 
pilations, and  analyses  of  all  data  and  information 
obtained  from  each  such  investigation  and  rele- 
vant to  the  evaluation  of  the  effectiveness  of  the 
drug  entity  and  the  assessment  of  its  risks. 

(iii)  A full  report  of  all  data  and  information 
from  each  such  investigation. 
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1 (C)  If  the  petition  is  for  the  issuance  of  a mono- 

2 graph  under  section  110,  data  and  information  ade- 

3 quate  to  show  the  basis  for  the  conclusion  of  the  peti- 

4 tioner  that  the  determinations  required  by  paragraphs 

5 (2)  and  (3)  of  section  110(a)  may  be  made  by  the  Sec- 

6 retary. 

7 (D)  The  basis  for  the  conclusion  of  the  petitioner 

8 that  the  drug  entity  is  safe  within  the  meaning  of  sec- 

9 tion  109(e). 

10  (E)  Any  other  data  and  information  that  the  Sec- 

11  retary  may  request  to  determine  whether  the  mono- 

12  graph  should  be  issued. 

13  (2)  A petition  to  amend  a monograph  shall  include  (A) 

14  the  text  of  the  proposed  amendment,  and  (B)  information  ade- 

15  quate  to  show  the  basis  for  the  conclusion  of  the  petitioner 

16  that  the  monograph  as  proposed  to  be  amended  should  be 

17  issued  under  the  applicable  requirements  of  section  109  or 

18  110.  If  evaluation  of  the  proposed  amendment  requires  the 

19  review  of  evidence  not  otherwise  available  from  investiga- 

20  tions  to  evaluate  the  effectiveness  of  the  drug  entity  involved 

21  or  to  assess  its  risks,  such  evidence  shall  be  submitted  in 

22  accordance  with  paragraph  (1)(B). 

23  (3)  A petition  to  revoke  a monograph  shall  include  infor- 

24  mation  adequate  to  show  the  basis  for  the  conclusion  of  the 

25  petitioner  that  the  monograph  should  be  revoked  under  the 
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1 applicable  requirements  of  section  109  or  110.  If  evaluation 

2 of  the  proposed  revocation  requires  the  review  of  evidence 

3 not  otherwise  available  from  investigations  to  evaluate  the 

4 effectiveness  of  the  drug  entity  involved  or  to  assess  its  risks, 

5 such  evidence  shall  be  submitted  in  accordance  with  para- 

6 graph  (1)(B). 

7 (4)  Not  later  than  thirty  days  after  the  date  a petition  is 

8 received  by  the  Secretary,  the  Secretary  shall  determine 

9 whether  the  petition  meets  the  applicable  requirements  of 

10  paragraph  (1),  (2),  or  (3).  If  the  Secretary  determines  that  a 

11  petition  meets  such  requirements,  the  Secretary  shall  file  the 

12  petition.  If  the  Secretary  determines  that  it  does  not  meet 

13  such  requirements,  the  Secretary  shall  notify  the  petitioner  in 

14  writing  that  the  petition  may  not  be  filed  and  shall  specify  the 

15  grounds  for  that  determination. 

16  (c)  Notice  of  Filing  of  Petition. — The  Secretary 

17  shall,  by  notice  in  the  Federal  Register,  notify  the  public  (1) 

18  of  the  filing  of  any  petition  under  subsection  (b)  respecting  a 

19  monograph  for  a drug  entity,  and  (2)  that  the  petition  is 

20  available  for  public  inspection  except  for  the  reports  in  the 

21  petition  described  in  clauses  (ii)  and  (iii)  of  subsection  (b)(1)(B) 

22  respecting  the  effectiveness  of  the  drug  entity  and  its  risks. 

23  Such  a notice  shall  be  so  published  not  later  than  fifteen  days 

24  after  the  date  of  the  filing  of  the  petition  involved. 
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1 (d)  Staff  Review  and  Recommendation  Respect- 

2 ing  a Petition. — (1)  Upon  the  filing  of  a petition,  the  Sec- 

3 retary  shall  have  officers  and  employees  of  the  Department 

4 designated  by  the  Secretary — 

5 (A)  conduct  a review  and  evaluation  of  the  peti- 

6 tion,  and 

7 (B)  prepare  a report  (i)  of  such  review  and  evalua-' 

8 tion,  (ii)  containing  a statement  of  the  issues  presented 

9 by  the  petition,  and  (iii)  containing  a recommendation 

10  for  action  to  be  taken  by  the  Secretary  in  response  to 

11  the  petition. 

12  (2)  The  report  described  in  this  subsection  respecting  a 

13  petition  shall  be  submitted  to  the  Secretary  either  within  one 

14  hundred  and  eighty  days  of  the  date  of  the  filing  of  the  peti- 

15  tion  or  at  least  thirty  days  before  the  date  of  the  hearing  on 

16  the  petition  involved  set  under  subsection  (e),  whichever  is 

17  earlier. 

18  (3)  The  Secretary  shall  take  into  account  the  extent  to 

19  which  the  procedures  used  in  any  scientific  investigation  are 

20  consistent  with  a guideline  issued,  or  advice  given,  under  sec- 

21  tion  132. 

22  (e)  Notice  of  Hearing  on  Petition,  Report,  and 

23  Information;  Initiation  of  Proceedings  by  Secre- 

24  tary. — (1)  With  respect  to  any  petition  filed  under  subsec- 
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1 tion  (b),  the  Secretary  shall,  by  notice  published  in  the  Fed- 

2 eral  Register — 

3 (A)  provide  opportunity  for  a public  hearing  to 

4 commence  not  later  than  two  hundred  and  ten  days 

5 after  the  date  of  the  filing  of  the  petition, 

6 (B)  notify  the  public  that  the  hearing  shall  be  held 

7 on  the  statement  of  issues  and  recommendation  con- 

8 tained  in  the  report  filed  with  respect  to  the  petition 

9 under  subsection  (d)(1)(B)  and  on  other  relevant  issues 

10  raised  by  the  participants  in  the  hearing,  and 

11  (C)  notify  the  public  that  the  report  prepared  on 

12  the  petition  under  subsection  (d)(1)(B)  will  be  available 

13  for  inspection  at  least  fifteen  days  before  the  date  set 

14  for  the  hearing. 

15  (2)  The  notice  setting  the  date  for  a public  hearing  shall 

16  be  published  in  the  Federal  Register  at  least  ninety  days 

17  before  the  date  set  for  the  hearing. 

18  (3)  If  the  Secretary  proposes  to  amend  or  revoke  a 

19  monograph  for  a drug  entity,  the  Secretary  shall  publish  in 

20  the  Federal  Register  a notice  (A)  of  the  action  proposed  to  be 

21  taken  by  the  Secretary,  (B)  containing  a summary  of  the 

22  basis  for  such  action,  (C)  stating  that  a detailed  statement  of 

23  such  basis  is  available  for  public  inspection,  and  (D)  provide 

24  opportunity  for  a public  hearing  on  such  proposed  action 
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1 which  hearing  shall  be  commenced  not  later  than  ninety  days 

2 after  the  publication  of  such  notice. 

3 (f)  Hearings;  Additional  Views. — (1)  If  a public 

4 hearing  is  held,  it  shall  be  conducted  in  accordance  with  sec- 

5 tion  173(c). 

6 (2)  Opportunity  shall  be  provided  for  the  submission  of 

7 additional  written  views  on  the  subject  of  a public  hearing 

8 not  later  than  thirty  days  after  the  completion  of  oral  testi- 

9 mony  in  the  public  hearing. 

10  (g)  Advisory  Committee  and  Staff  Recommenda- 

11  tions. — (1)(A)  Upon  completion  of  a hearing  under  subsec- 

12  tion  (f)(1),  the  Secretary  shall  submit  to  a drug  science  advi- 

13  sory  committee  appointed  under  section  178  (a) — 

14  (i)  the  petition  or  a detailed  statement  of  the  pro- 

15  posed  action  of  the  Secretary  which  was  the  subject  of 

16  the  hearing, 

17  (ii)  the  report  made  on  the  petition  under  subsec- 

18  tion  (d)(1)(B)  or  the  detailed  statement  of  the  basis  for 

19  the  proposed  action  of  the  Secretary  referred  to  in  the 

20  notice  published  under  subsection  (e)(3), 

21  (iii)  the  record  of  the  hearing  and  any  views  sub- 

22  mitted  under  subsection  (f)(2),  and 

23  (iv)  the  scientific  determinations  required  to  be 

24  made  under  sections  108,  109,  and  110  before  the 
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1 action  proposed  by  the  petition  or  the  Secretary  may 

2 be  taken. 

3 (B)  The  advisory  committee  shall — 

4 (i)  advise  the  Secretary  if  the  determinations  sub- 

5 mitted  to  it  under  clause  (iv)  of  subparagraph  (A)  may 

6 be  made, 

7 (ii)  advise  the  Secretary  on  other  scientific  mat- 

8 ters  related  to  the  petition  involved  or  action  proposed 

9 by  the  Secretary, 

10  (iii)  prepare  responses  to  other  significant  issues  it 

11  determines  were  raised  in  the  hearing,  and 

12  (iv)  prepare  a recommendation  for  action  to  be 

13  taken  by  the  Secretary  on  the  petition  or  on  his  pro- 

14  posed  action. 

15  (2)  Personnel  of  the  Department  designated  by  the  Sec- 

16  retary  who,  to  the  extent  feasible,  shall  be  the  same  person- 

17  nel  who  prepared  the  report  under  subsection  (d)(2)  which 

18  was  the  subject  of  a hearing  under  subsection  (f)  shall  upon 

19  completion  of  the  hearing  (A)  review  the  record  of  the  hear- 

20  ing  and  any  additional  views  submitted  on  the  subject  of  the 

21  hearing,  (B)  prepare  responses  to  the  significant  issues  they 

22  determine  were  raised  in  the  hearing,  and  (C)  make  such  re- 

23  visions  in  their  report  as  they  deem  appropriate. 

24  (3)  The  actions  required  by  paragraphs  (1)  and  (2)  shall 

25  be  completed  and  submitted  to  the  Secretary  not  later  than 
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1 sixty  days  after  the  date  of  the  completion  of  the  hearing 

2 with  respect  to  which  the  actions  were  taken. 

3 (h)  Action  by  the  Secretary. — Not  later  than  one 

4 hundred  and  twenty  days  after  the  completion  of  a hearing 

5 under  subsection  (f),  the  Secretary  shall  (1)  by  order  take 

6 such  action  as  the  Secretary  determines  is  appropriate  or  ter- 

7 minate  the  proceedings  initiated  upon  the  filing  of  the  petition 

8 involved  or  by  the  Secretary,  and  (2)  make  available  for 

9 public  inspection  submissions  made  to  the  Secretary  under 

10  subsection  (g)  after  the  completion  of  the  hearing. 

11  (i)  Judicial  Review. — Any  person  may  obtain  review 

12  of  a final  order  of  the  Secretary  under  this  section  issuing, 

13  amending,  or  revoking  a monograph,  or  refusing  to  issue, 

14  amend,  or  revoke  a monograph,  may  obtain  review  of  that 

15  order  pursuant  to  section  182.  The  commencement  of  pro- 

16  ceedings  under  this  subsection  shall  not,  unless  specifically 

17  ordered  by  the  court  to  the  contrary,  operate  as  a stay  of  an 

18  order  of  the  Secretary  issuing,  amending,  or  revoking  a 

19  monograph. 

20  (j)  Disclosure  of  Reports  Contained  in  a Peti- 

21  tion. — (1)  This  subsection  governs  the  disclosure  of  reports 

22  of  evidence  which  are  derived  from  investigations  made  to 

23  evaluate  the  effectiveness  of  a drug  entity  and  to  assess  its 

24  risks  and  which  are  included  in  a petition  to  issue  or  amend  a 

25  monograph.  Section  552  of  title  5,  United  States  Code,  sec- 
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tion  1905  of  title  18,  United  States  Code,  and  section  301(j) 
of  the  Federal  Food,  Drug,  and  Cosmetic  Act  do  not  apply  to 
the  disclosure  of  such  reports  in  accordance  with  this 
subsection. 

(2) (A)  Upon  the  filing  of  a petition  under  subsection 
(b)(4),  the  report  in  the  petition  described  in  subsection 
(b)(l)(B)(i)  shall  be  available  to  the  public. 

(B)  Except  as  provided  in  paragraph  (3),  the  reports  in  a 
petition  described  in  clauses  (ii)  and  (iii)  of  subsection  (b)(1)(B) 
shall  not  be  available  to  the  public  until  the  date  the  Secre- 
tary issues  or  amends  the  monograph  with  respect  to  which 
the  petition  was  filed.  On  and  after  such  date  such  reports 
(other  than  any  matter  in  such  reports  which  is  described  in 
section  552(b)(6)  of  title  5,  United  States  Code)  shall  be 
available  to  the  public. 

(3)  Upon  the  filing  of  a petition  under  subsection  (b)(4), 
the  reports  in  the  petition  described  in  clauses  (ii)  and  (iii)  of 
subsection  (b)(1)(B)  may  be  disclosed  to,  but  not  copied  by, 
any  person  who  demonstrates  to  the  satisfaction  of  the  Secre- 
tary that  such  person — 

(A)  seeks  information  in  such  reports  solely  for 
the  purpose  of  participating  in  any  public  hearing  held 
on  the  petition, 

(B)  will  not  use  the  information  for  commercial 


purposes, 
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(C)  is  not  employed  (directly  or  indirectly)  by,  and 
is  not  serving  as  the  agent  of  or  on  behalf  of,  any 
person  who  would  be  able  to  use  the  information  for 
commercial  purposes, 

( D ) will  take  such  security  precautions  respecting 
the  taking  and  storage  of  notes  on  the  information,  and 
the  further  disclosure  of  the  information  obtained,  until 
such  time  as  the  information  becomes  available  to  the 
public  under  paragraph  (2),  as  the  Secretary  may  by 
regulation  prescribe,  and 

(E)  is  aware  of  the  prohibitions  and  penalties 
under  section  161(7)  against  further  disclosure  of  the 
information  and  use  of  it  for  commercial  purposes. 

(k)  Appendices  to  Monographs. — The  Secretary 
shall  issue  guidelines  as  appendices  to  monographs  without 
regard  to  the  procedures  set  forth  in  this  section  or  in  section 
553  of  title  5 of  the  United  States  Code.  The  legal  status  of 
guidelines  is  defined  in  section  132(a)(2). 

PROCEDURE  FOR  SUSPENDING  MONOGRAPHS 

Sec.  112.  (a)  Petitions. — A monograph  for  a drug 
entity  may  be  suspended  in  accordance  with  section  109(h), 
and  shall  be  suspended  in  accordance  with  section  110(i),  by 
an  order  of  the  Secretary  issued  on  his  own  initiative  or  in 
response  to  a petition.  Any  person  may  submit  a petition  to 
the  Secretary  to  suspend  a monograph  for  a drug  entity. 
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Such  a petition  shall  contain  (1)  information  adequate  to 
show  the  basis  for  the  conclusion  of  the  petitioner  that  the 
monograph  should  be  suspended,  and  (2)  if  the  petition  seeks 
suspension  of  the  monograph  under  section  109,  information 
adequate  to  show  the  basis  for  the  conclusion  of  the  peti- 
tioner that  the  monograph  should  be  revoked  under  such  sec- 
tion. 

(b)  Judicial  Review. — Any  person  may  obtain  review 
of  an  order  of  the  Secretary  under  section  109  or  110  sus- 
pending a monograph  pursuant  to  section  182.  The  com- 
mencement of  proceedings  under  this  section  shall  not,  unless 
specifically  ordered  by  the  court  to  the  contrary,  operate  as  a 
stay  of  an  order  by  the  Secretary  suspending  a monograph. 

Subpart  3 — General  Requirements  for  Drug  Entities  and 

Drug  Products 

REQUIREMENTS  FOR  REGISTRATION  OF  ESTABLISHMENTS 
IN  WHICH  DRUG  ENTITIES  AND  DRUG  PRODUCTS  ARE 
MANUFACTURED  OR  DISTRIBUTED 

Sec.  113.  (a)  Establishments  Located  in  the 
United  States. — Except  as  provided  in  subsection  (d),  any 
person  who  manufactures,  imports,  exports,  or  distributes  (or 
intends  to  manufacture,  import,  export,  or  distribute)  a drug 
entity  or  a drug  product,  in  an  establishment  located  in  the 
United  States  shall  register  under  this  section  each  establish- 
ment at  which  the  activity  occurs  or  is  to  occur. 
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(b)  Establishments  Located  Outside  the 
United  States. — Except  as  provided  in  subsection  (d),  any 
person  who  manufactures  (or  intends  to  manufacture)  a drug 
entity  or  a drug  product,  in  an  establishment  located  in  a 
country  other  than  the  United  States,  which  drug  entity  or 
drug  product  is  to  be  imported  or  offered  for  import  into  the 
United  States,  shall  register  under  this  section  each  estab- 
lishment at  which  the  activity  occurs  or  is  to  occur.  No  estab- 
lishment shall  be  registered  under  this  subsection  unless  the 
Secretary  determines  that  adequate  and  effective  means  are 
available,  either  by  the  agreement  of  the  applicant  or  by  ar- 
rangement with  the  government  of  the  country  in  which  the 
establishment  is  located,  to  enable  the  Secretary  to  determine 
whether  drug  entities  and  drug  products  manufactured  in  the 
establishment,  if  imported  or  offered  for  import  into  the 
United  States,  should  be  refused  admission  on  any  of  the 
grounds  set  forth  in  section  119. 

(c)  Information  Required  for  Registration. — 
(1)  The  Secretary  shall  register  an  establishment  under  sub- 
section (a),  and  under  subsection  (b)  (except  as  provided  in 
that  subsection),  upon  the  submission  of  the  following  infor- 
mation: 

(A)  The  name  of  the  person  seeking  to  register 
the  establishment.  In  the  case  of  a person  which  is  a 
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1 corporation,  the  name  of  the  jurisdiction  of  incorpora- 

2 tion  shall  also  be  submitted. 

3 (B)  The  address  of  the  principal  place  of  business 

4 of  the  person  seeking  to  register  the  establishment. 

5 (C)  The  address  of  each  establishment  which  the 

6 person  is  required  to  register  under  subsection  (a)  or 

7 (b),  including  a brief  description  of  the  type  of  activity 

8 occurring  at  each  establishment. 

9 (D)  A list  of  each  drug  entity  that  is  being  or  is 

10  intended  to  be  manufactured,  imported,  exported,  or 

11  distributed.  In  the  case  of  a registration  required  under 

12  subsection  (b),  the  list  is  not  required  to  include  drug 

13  entities  that  are  not  imported  or  offered  for  import  into 

14  the  United  States. 

15  (2)  The  Secretary  may  require  a person  who  has  regis- 

16  tered  an  establishment  under  this  section  to  amend  the  infor- 

17  mation  required  for  registration  from  time  to  time  in  order  for 

18  the  Secretary  to  maintain  current  records  relating  to  registra- 
19.  tion. 

20  (d)  Exemption  Feom  Begistkation. — (1)  The  con- 

21  duct  of  the  following  activities  does  not  require  the  registra- 

22  tion  of  the  establishments  at  which  they  are  conducted: 

23  (A)  The  compounding  of  drug  products  at  a phar- 

24  macy,  licensed  or  registered  under  applicable  laws  reg- 

25  ulating  the  practice  of  pharmacy,  solely  in  the  course 
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1 of  filling  and  dispensing  a prescription  as  part  of  the 

2 practice  of  pharmacy. 

3 (B)  The  dispensing  of  nonprescription  drug  prod- 

4 ucts. 

5 (C)  The  compounding  of  drug  products  at  an  office 

6 or  other  place  of  business  of  a practitioner  solely  for 

7 dispensing  in  the  course  of  the  practitioner’s  profes- 

8 sional  practice. 

9 (D)  The  manufacture,  export,  import,  or  distribu- 

10  tion  of  drug  entities  or  drug  products  solely  for  use  in 

11  preclinical  research,  teaching,  or  chemical  analysis  and 

12  not  for  use  in  humans. 

13  (E)  The  holding  or  distribution  of  drug  entities  or 

14  drug  products  at  an  establishment  of  a common  or  con- 

15  tract  carrier  and  on  behalf  of  other  persons  in  the  usual 

16  course  of  the  business  of  the  carrier. 

17  (2)  The  Secretary  may  by  regulation  exempt  any  estab- 

18  lishment  or  type  of  establishment  from  the  application  of  this 

19  section  upon  a determination  that  registration  of  the  estab- 

20  lishment  or  type  of  establishment  is  not  necessary  for  the 

21  efficient  implementation  and  enforcement  of  this  title. 

22  REQUIREMENTS  REGARDING  MANUFACTURING  AND 

23  DISTRIBUTING  PRACTICES 

24  Sec.  114.  (a)  Use  of  Current  Good  Practice. — 

25  The  methods  used  in,  and  the  facilities  and  controls  used  for, 
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1 manufacturing,  holding,  and  distributing  a drug  entity  or  a 

2 drug  product  shall  conform  to  current  good  manufacturing 

3 practice,  as  prescribed  in  regulations  promulgated  by  the 

4 Secretary,  taking  into  consideration  the  competitive  effects  of 

5 such  regulations  (including  competition  among  suppliers  of 

6 machinery  or  materials  that  might  be  necessary  in  order  to 

7 comply  with  such  regulations),  in  order  to  assure  that  such 

8 entity  or  product  will  be  safe,  will  have  the  identity,  strength, 

9 and  bioavailability,  and  will  meet  the  quality,  purity,  and  sta- 

10  bility  characteristics  required  under  this  title. 

11  (b)  Variances  in  Current  Good  Practices. — (1) 

12  Any  person  subject  to  any  requirement  prescribed  by  regula- 

13  tions  under  subsection  (a)  may  petition  the  Secretary  for  a 

14  variance  from  such  requirement  as  applied  to  one  or  more 

15  specific  drug  entities  or  drug  products.  The  petition  shall  be 

I 

16  submitted  either  as  part  of  an  application  for  licensure  for  the 

17  drug  product  under  subpart  4 or  in  such  other  form  and 

I 

18  manner,  and  shall  contain  such  information,  as  the  Secretary 

I 

19  shall  prescribe. 

20  (2)  The  Secretary  may  approve  a petition  for  a variance 

21  if  the  Secretary  determines  that  the  petitioner  has  demon- 

22  strated  that — 

23  (A)  alternative  methods,  facilities,  or  controls  pro- 

24  posed  to  be  used  by  the  petitioner  for  the  drug  entity 
or  drug  product  are  at  least  equal  to  those  required 
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under  subsection  (a)  in  assuring  that  such  entity  or 
product  will  be  safe,  will  have  the  identity,  strength, 
and  bioavailability,  and  will  meet  the  quality,  purity, 
and  stability  characteristics  required  under  this  title;  or 
(B)(i)  the  drug  entity  or  drug  product  will  be  ad- 
versely affected,  degraded,  or  rendered  unstable  in 
terms  of  its  safety,  identity,  strength,  quality,  purity, 
stability,  or  bioavailability  if  manufactured,  held,  or  dis- 
tributed in  accordance  with  the  requirements  of  subsec- 
tion (a),  and 

(ii)  alternative  methods,  facilities,  or  controls  pro- 
posed to  be  used  by  the  petitioner  for  the  drug  entity 
or  drug  product  are  adequate  to  assure  that  such  entity 
or  product  will  be  safe,  will  have  the  identity,  strength, 
and  bioavailability,  and  will  meet  the  quality,  purity, 
and  stability  characteristics  required  under  this  title. 

(c)  Prohibited  Practices. — No  drug  entity  or  drug 
product  shall  be  manufactured,  held,  or  distributed  under  un- 
sanitary conditions  whereby  it  may  be  either  contaminated 
with  filth  or  rendered  injurious  to  health. 

REQUIREMENTS  REGARDING  COMPENDIAL  STANDARDS  OF 
IDENTITY,  STRENGTH,  QUALITY,  PURITY,  AND  STABILITY 

Sec.  115.  (a)  Compliance  With  Compendial 
Standards. — If  a drug  entity,  drug  product,  or  in  the  case 
of  a drug  entity  which  is  a combination  of  separate  drug  enti- 
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1 ties,  any  such  separate  drug  entity,  is  recognized  in  the 

2 United  States  Pharmacopeia,  such  drug  entity  or  drug  prod- 

3 uct  shall  have  the  identity  described  in,  and  shall  not  differ  in 

4 strength  from,  nor  fail  in  terms  of  quality,  purity,  or  stability 

5 to  meet  the  standards  set  forth  in,  such  compendium,  except 

6 as  provided  in  subsection  (b).  The  determination  as  to  identi- 

7 ty,  strength,  quality,  purity,  and  stability  shall  be  made  in 

8 accordance  with  the  tests  or  methods  of  assay  prescribed  in 

9 the  compendium,  except  as  provided  in  subsection  (b). 

10  (b)  Alternative  or  Additional  Standards. — (1) 

11  If  the  Secretary  determines  that  the  compendial  standards, 

12  tests,  or  methods  of  assay  described  in  subsection  (a)  are  in- 

13  adequate,  incomplete,  or  inappropriate  to  determine  and 

14  assure  the  identity,  strength,  quality,  purity,  and  stability  of 

15  the  drug  entity  or  drug  product,  the  Secretary  shall  prescribe 

16  alternative  or  additional  standards  or  tests  or  methods  of 

17  assay  to  those  in  subsection  (a). 

18  (2)  In  approving  applications  for  licenses  under  subpart 

19  4,  the  Secretary  may  permit  use  of  standards,  tests,  or  meth- 

20  ods  of  assay  that  differ  from,  but  are  adequate  and  appropri- 

21  ate  as  alternatives  to,  or  have  a sensitivity  equal  to  or  great- 

22  er  than,  those  prescribed  in  subsection  (a)  or  (b)(1)  as  the 

23  basis  for  determining  and  assuring  the  identity,  strength, 

24  quality,  purity,  or  stability  of  the  drug  product,  or  the  drug 
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1 entity  contained  in  the  product  (or  the  separate  drug  entities 

2 contained  in  the  drug  entity). 

3 REQUIREMENTS  REGARDING  COMPONENTS  OF  DRUG 

4 ENTITIES  AND  DRUG  PRODUCTS 

5 Sec.  116.  No  drug  entity  or  drug  product  shall  contain 

6 any  component  which — 

7 (1)  is  a filthy,  putrid,  decomposed,  poisonous,  or 

8 deleterious  substance; 

9 (2)  is  not  shown  by  the  manufacturer  of  the  drug 

10  entity  or  the  licensee  of  a drug  product  containing  the 

11  drug  entity  (A)  to  be  safe  and  suitable  for  its  intended 

12  purposes,  or  (B)  not  to  interfere  with  the  effectiveness 

13  # of  such  drug  entity  or  drug  product; 

14  (3)  interferes  with  tests  or  methods  of  assay  pre- 

15  scribed  for  the  drug  entity  or  drug  product  under  the 

16  drug  product  license,  under  the  applicable  monograph, 

17  or  under  section  115;  or 

18  (4)  if  the  component  is  recognized  in  the  United 

19  States  Pharmacopeia,  fails  to  comply  with  the  stand- 

20  ards  of  identity,  strength,  quality,  and  purity  set  forth 

21  in  such  compendium. 

22  REQUIREMENTS  REGARDING  PACKAGING  AND  CONTAINERS 

23  OF  DRUG  ENTITIES  AND  DRUG  PRODUCTS 

24  Sec.  117.  (a)  Compliance  With  Compendial 

25  Standards  and  Specifications. — If  a drug  entity,  drug 
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1 product,  or  in  the  case  of  a drug  entity  which  is  a combina- 

2 tion  of  separate  drug  entities,  any  such  separate  drug  entity 

3 is  recognized  in  the  United  States  Pharmacopeia,  the  packag- 

4 ing  of  such  drug  entity  or  drug  product  shall  comply  with  the 

5 compendial  standards  and  specifications  for  such  packaging, 

6 except  as  provided  in  subsection  (b). 

7 (b)  Alternative  or  Additional  Standards. — If 

8 the  Secretary  determines  that  the  compendial  standards  or 

9 specifications  described  in  subsection  (a)  are  inadequate,  in- 

10  complete,  or  inappropriate  to  assure  safe  handling  of  the  drug 

11  entity  or  drug  product,  to  minimize  deterioration,  to  prevent 

12  deception  of  purchasers  or  contamination  of  other  drug  enti- 

13  ties  or  drug  products,  or  otherwise  to  protect  the  public 

14  health,  the  Secretary  shall  prescribe  alternative  or  additional 

15  packaging  standards  or  specifications. 

16  (c)  Prohibited  Containers. — No  drug  entity  or  drug 

17  product  shall  be  packaged  in  a container  which  may  render 

18  the  contents  injurious  to  health,  or  which  is  composed,  in 

19  whole  or  in  part,  of  any  poisonous  or  deleterious  substance 

20  which  may  render  the  contents  injurious  to  health. 

21  REQUIREMENTS  REGARDING  COLOR  ADDITIVES 

22  Sec.  118.  No  drug  entity  or  drug  product,  except  those 

23  covered  by  an  export  permit  issued  under  subpart  6,  shall 

24  contain  a color  additive  which  does  not  comply  with  section 

25  706(a)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act. 
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1 REQUIREMENTS  REGARDING  IMPORTATION  OF  DRUG 

2 ENTITIES  AND  DRUG  PRODUCTS 

3 Sec.  119.  (a)  Grounds  for  Refusal  To  Admit 

4 Into  the  United  States. — Except  as  provided  in  subsec- 

5 tion  (c)  of  this  section,  a drug  entity  or  drug  product  shall  be 

6 refused  admission  into  the  United  States  if  it  appears,  from 

7 the  examination  of  samples  or  otherwise,  that  the  drug  entity 

8 or  drug  product — 

9 (1)  in  the  case  of  a drug  entity,  is  required  to 

10  have  a monograph  in  effect  under  subpart  2 of  this 

11  part  and  such  a monograph  is  not  in  effect; 

12  (2)  in  the  case  of  a drug  product,  is  required  to  be 

13  licensed  under  subpart  4 of  this  part  and  is  not  so 

14  licensed; 

15  (3)  in  the  case  of  a drug  product,  is  required  to  be 

16  registered  under  subpart  5 of  this  part  and  is  not  so 

17  registered; 

18  (4)  was  manufactured  in  an  establishment  which  is 

19  required  to  be  registered  under  section  113(b)  and  is 

20  not  so  registered; 

21  (5)  has  been  manufactured,  held,  or  distributed 

22  under  conditions  that  do  not  conform  to  the  require- 

23  ments  of  section  114;  or 

24  (6)  fails  to  comply  with  any  requirement  under 

25  section  115,  116,  117,  118,  146,  or  147. 
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1 (b)  Nonrelease  Pending  Decision  on  Admissibil- 

2 ity. — (1)  The  Secretary  may  identify  for  the  Secretary  of  the 

3 Treasury  the  name  of  any  drug  entity  or  drug  product 

4 (whether  licensed  or  not)  that,  if  offered  for  import  into  the 

5 United  States,  should  not  be  admitted  until  samples  have 

6 been  furnished  to  the  Secretary  for  examination  to  determine 

7 whether  admission  shall  be  denied  under  subsection  (a)  of  this 

8 section. 

9 (2)  The  Secretary  of  the  Treasury  shall  not  release  into 

10  the  United  States,  pending  a decision  under  subsection  (d)  on 

11  admissibility  into  the  United  States,  any  of  the  following 

12  when  offered  for  import  into  the  United  States: 

13  (A)  Any  drug  product  that  is  not  accompanied  by 

14  a certificate  showing  that — 

15  (i)  the  drug  product  is  licensed  under  subpart 

16  4,  or  registered  under  subpart  5,  of  this  part,  and 

17  (ii)  the  drug  product  was  manufactured  in  an 

18  establishment  registered  under  section  113(b). 

19  (B)  Any  drug  entity  that  is  not  accompanied  by  a 

20  certificate  showing  that  a monograph  is  in  effect  for  it 

21  under  subpart  2 of  this  part  and  it  was  manufactured 

22  in  an  establishment  registered  under  section  113(b). 

23  (C)  Any  drug  entity  or  drug  product  (whether  li- 

24  censed  or  not)  that  the  Secretary  has  requested  be 

25  sampled  and  examined  before  being  admitted. 
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1 (3)  If  the  Secretary  of  the  Treasury  does  not  release  a 

2 drug  entity  or  drug  product  under  paragraph  (2),  he  shall  so 

3 notify  the  owner  or  consignee  and  the  Secretary.  In  the 

4 event  that  the  Secretary  has  requested  that  the  drug  entity 

5 or  drug  product  be  sampled,  the  Secretary  of  the  Treasury 

6 shall  also  provide  samples  to  the  Secretary. 

7 (c)  Release  Pending  Decision  on  Admissibil- 

8 ity. — If  the  Secretary  determines  that  a drug  entity  or  drug 

9 product  can  be  brought  into  compliance  with  this  title  or  ren- 

10  dered  other  than  a drug  entity  or  drug  product,  a final  deter- 

11  mination  regarding  admissibility  under  subsection  (d)  may  be 

12  deferred.  Upon  the  timely  filing  by  the  owner  or  consignee  of 

13  a written  application  to  the  Secretary,  and  the  execution  of  a 

14  good  and  sufficient  bond  (as  determined  in  accordance  with 

15  regulations  issued  under  section  177(c))  conditioned  that  the 

16  drug  entity  or  drug  product  will  not  be  distributed  or  disposed 

17  of  contrary  to  any  applicable  law,  the  Secretary  may  author- 

18  ize  the  Secretary  of  the  Treasury  to  release  the  drug  entity 

19  or  drug  product  to  the  owner  or  consignee  in  order  (as  speci- 

20  fied  in  the  authorization)  either  to  bring  it  into  compliance 

21  with  this  title  or  to  render  it  other  than  a drug  entity  or  drug 

22  product.  Any  action  pursuant  to  an  authorization  under  this 

23  subsection  shall  be  under  the  supervision  of  an  officer  or  em- 

24  ployee  of  the  Department  designated  by  the  Secretary,  or  an 

25  officer  or  employee  of  the  Department  of  the  Treasury  desig- 
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1 nated  by  the  Secretary  of  the  Treasury.  Upon  completion  of 

2 any  work  to  bring  the  drug  entity  or  drug  product  into  com- 

3 pliance  with  this  title,  the  Secretary  shall  determine  whether 

4 it  shall  be  refused  admission  in  accordance  with  subsection  (d) 

5 of  this  section. 

6 (d)  Denial  of  Admission  Into  the  United 

7 States. — If,  after  any  examination  and  after  providing 

8 notice  and  an  opportunity  for  an  informal  hearing  under  sec- 

9 tion  173  of  this  title  to  the  owner  or  consignee,  the  Secretary 

10  determines  that  a drug  entity  or  drug  product  shall  be  refused 

11  admission  under  subsection  (a),  the  Secretary  shall  so  notify 

12  the  Secretary  of  the  Treasury.  The  Secretary  of  the  Treasury 

13  shall  cause  the  destruction  of  any  drug  entity  or  drug  product 

14  denied  admission  under  this  section,  unless  it  is  removed  from 

15  the  United  States  in  lieu  of  destruction  within  ninety  days  of 

16  the  date  of  the  notice  of  denial,  or  within  any  additional  time 

17  as  may  be  established  by  the  Secretary  of  the  Treasury.  Re- 

18  moval  from  the  United  States  shall  be  permitted  only  upon  a 

19  showing  by  the  owner  or  consignee  that  all  of  the  require- 

20  ments  of  subpart  6 of  this  part  are  met. 

21  (e)  Payment  of  Expenses. — (1)  All  expenses  of  the 

22  United  States  in  connection  with  a drug  entity  or  drug  prod- 

23  uct  denied  admission  into  the  United  States  under  this  sec- 

24  tion,  or  permitted  admission  under  subsection  (c),  shall  be 

25  paid  by  the  owner  or  consignee  thereof. 


1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 


191 


75 

(2)  The  expenses  of  the  United  States  under  this  section 
shall  include — 

(A)  expenses  (including  travel,  per  diem  or  sub- 
sistence, and  salaries  of  officers  or  employees  of  the 
United  States),  the  amount  of  which  are  to  be  deter- 
mined in  accordance  with  regulations  issued  under  sec- 
tion 177(c),  in  connection  with — 

(i)  any  supervision  of  actions  authorized 
under  subsection  (c)  of  this  section  to  bring  the 
drug  entity  or  drug  product  into  compliance  with 
this  title,  or  to  render  it  other  than  a drug  entity 
or  drug  product;  or 

(ii)  the  destruction  or  removal  from  the 
United  States  of  the  drug  entity  or  drug  product 
pursuant  to  subsection  (d)  of  this  section;  and 

(B)  expenses  in  connection  with  the  storage,  cart- 
age, or  labor  with  respect  to  the  drug  entity  or  drug 
product. 

(3)  In  the  event  of  a default  of  payment  by  an  owner  or 
consignee  under  this  subsection,  the  amount  owed  (plus  inter- 
est from  the  date  of  default)  shall — 

(A)  constitute  a lien  against  any  future  importa- 
tions made  by  the  owner  or  consignee,  and 
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(B)  be  recoverable  by  the  Attorney  General  by  an 
action  brought  in  any  appropriate  district  court  of  the 
United  States. 

(f)  Judicial  Review. — The  owner  or  consignee  of  any 
drug  entity  or  drug  product  that  is  refused  admission  into  the 
United  States  by  a final  order  of  the  Secretary  under  subsec- 
tion (d)  may  obtain  review  of  that  order  pursuant  to  section 
182. 

Subpart  4 — Licensure  of  Drug  Products  Under  Monographs 
GENERAL  REQUIREMENTS 

Sec.  120.  Any  person  who  intends  to  manufacture  a 
drug  product,  or  to  import  a drug  product  into  the  United 
States,  shall  obtain  from  the  Secretary  a drug  product  license 
under  this  subpart  before  commencing  manufacturing,  distri- 
bution, or  importation  of  the  drug  product. 

DRUG  PRODUCTS  ELIGIBLE  FOR  LICENSURE 

Sec.  121.  (a)  General  Rule  on  Eligibility. — Sub- 
ject to  the  restrictions  set  forth  in  subsection  (b),  the  Secre- 
tary may  issue  a drug  product  license  only  if  (1)  a monograph 
for  the  drug  entity  contained  in  the  drug  product  for  which 
licensure  is  sought  has  been  issued  under  subpart  2,  and  (2) 
that  monograph  includes  in  its  description  of  the  drug  entity 
the  dosage  form  and  strength  for  such  drug  product. 

(b)  Limited  Eligibility  After  Issuance  of  Mono- 
graph.— Notwithstanding  subsection  (a),  the  Secretary  shall 
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not  issue  a drug  product  license  under  any  monograph  during 
a period  of  five  years  following  the  date  on  which  the  mono- 
graph first  becomes  effective  unless — 

(1)  the  person  who  petitioned  for  issuance  of  the 
monograph  authorizes  the  Secretary  in  writing  to  issue 
the  license  to  a particular  applicant,  or 

(2)  the  applicant  for  the  license  provides  data  and 
information,  including  data  and  information  from  pre- 
clinical  and  clinical  investigations,  which,  independ- 
ently of  the  data  and  information  submitted  as  part  of 
the  petition  to  issue  the  monograph,  would  be  adequate 
to  support  a determination,  under  the  criteria  in  sub- 
part 2,  that  the  monograph  could  be  issued. 

DRUG  PRODUCT  LICENSES 

Sec.  122.  (a)  Application  for  Licensure. — Except 
as  provided  in  subsection  (b),  an  application  for  a drug  prod- 
uct license  shall  contain  the  following  information: 

(1)  The  name  and  address  of  the  applicant. 

(2)  The  identity  of  the  monograph  under  which 
the  drug  product  is  to  be  licensed. 

(3)  Each  proprietary  name,  if  any,  under  which 
the  drug  product  will  be  distributed. 

(4)  The  National  Drug  Code  number  of  the  prod- 
uct, if  known  at  the  time  of  application. 


1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 


194 


78 

(5)  The  composition  of  the  product,  including  the 
established  name  and  quantity  of  the  drug  entity  and 
all  components  contained  in  the  drug  product.  If  the 
drug  entity  is  a combination  of  separate  drug  entities, 
the  established  name  and  quantity  of  each  such  sepa- 
rate drug  entity  shall  be  provided. 

(6)  The  name,  address,  and  registration  number  of 
the  establishment  or  establishments  in  which  the  drug 
product  will  be  manufactured. 

(7)  The  name,  address,  and  registration  number  of 
the  establishment  or  establishments  in  which  the  drug 
entity  contained  in  the  drug  product  will  be  manufac- 
tured. 

(8)  Specimens  of  all  identification  and  information 
labeling  to  be  used  for  the  drug  product. 

(b)  Expanded  Application  for  Licensure. — In 
the  event  that  a monograph  requires,  under  section  108(f)(2), 
that  an  application  for  licensure  of  a drug  product  under  that 
monograph  contain  information  in  addition  to  that  required 
by  subsection  (a),  an  expanded  application  for  licensure  shall 
be  submitted,  containing  the  information  required  under  sub- 
section (a)  and  under  the  monograph. 

(c)  Standards  for  Denial  of  Licensure. — The 
Secretary  shall  issue  a drug  product  license  under  this  sec- 
tion unless  the  Secretary  determines  that — 
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(1)  the  applicant  failed  to  demonstrate  that  the 
drug  product — 

(A)  is  eligible  for  licensure  under  the  mono- 
graph under  which  licensure  is  sought; 

(B) (i)  meets  all  applicable  standards  of  identi- 
ty, strength,  quality,  purity,  and  stability,  pre- 
scribed by  the  monograph  and  under  section  115, 
if  any,  or  (ii)  if  no  such  standards  are  prescribed 
by  the  monograph  or  under  section  115 — 

(I)  is  subject  to  adequate  standards  of 
identity,  strength,  quality,  purity,  and  stabil- 
ity, as  set  forth  in  the  application,  or 

(II)  meets  all  such  standards  as  set 
forth  in  the  application;  or 

(C)  complies  with  all  applicable  requirements 
regarding  components,  packaging,  and  containers, 
and  color  additives  prescribed  by  the  monograph 
and  under  sections  116  through  118; 

(2)  the  applicant  failed  to  demonstrate,  with  re- 
spect to  labeling  of  the  drug  product,  that — 

(A)  identification  and  information  labeling 
complies  with  section  146; 

(B)  identification  labeling  complies  with  the 
requirements  of  section  147; 
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(C)  patient  information  labeling  either  com- 
plies with  section  151  or  is  not  required  under  the 
monograph;  or 

(D)  practitioner  information  labeling  complies 
with  section  154; 

(3)  any  establishment  in  which  the  applicant  in- 
tends the  drug  product  or  the  drug  entity  contained  in 
the  drug  product  to  be  manufactured — 

(A)  is  not  registered  pursuant  to  section  113; 
or 

(B)  could  not  be  inspected  because  the 
person  responsible  for  the  establishment  refused  to 
permit  an  inspection  authorized  by  section  175; 

(4)  the  applicant  failed  to  demonstrate  that  the 
methods  used  in,  and  the  facilities  and  controls  used 
for,  manufacturing,  holding,  or  distributing  the  drug 
product,  or  any  drug  entity  contained  in  the  drug  prod- 
uct, conform  to  the  current  good  manufacturing  prac- 
tices for  manufacturing,  holding,  or  distributing  of  drug 
entities  and  drug  products  required  under  section  114; 

(5)  the  application  fails  to  contain  information  re- 
quired under  subsection  (a)  or  (b)  or  contains  an  untrue 
statement  of  material  fact;  or 

(6)  the  drug  product  is  otherwise  in  violation  of 
this  title. 
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1 (d)  Procedures  for  Denial  of  Licensure. — (1) 

2 Except  where  an  expanded  application  for  licensure  is  re- 

3 quired  under  subsection  (b)  or  except  as  provided  in  para- 

4 graph  (3),  the  Secretary  shall  notify  the  applicant,  within 

5 thirty  days  following  receipt  of  the  application,  if  the  Secre- 

6 tary  determines  that  the  manufacture,  distribution,  or  impor- 

7 tation  of  the  drug  product  should  be  delayed  pending  a deter- 

8 mination  whether  the  application  should  be  denied.  If  such 

9 notice  is  not  given  within  the  thirty  days,  the  drug  product 

10  license  shall  be  deemed  to  be  issued. 

11  (2)  Except  as  provided  in  paragraph  (3),  where  an  ex- 

12  panded  application  for  licensure  is  required  by  subsection  (b) 

13  of  this  section,  the  Secretary  shall  notify  the  applicant,  within 

14  one  hundred  fifty  days  following  receipt  of  the  application,  if 

15  the  Secretary  determines  that  manufacture,  distribution,  or 

16  importation  of  the  drug  product  should  be  delayed  pending  a 

17  determination  whether  the  application  should  be  denied. 

18  (3)  Where  an  application  for  licensure  is  submitted  in 

19  conjunction  with  a petition  to  issue  or  amend  a monograph 

20  under  subpart  2,  the  Secretary  shall  notify  the  applicant, 

21  within  sixty  days  following  the  effective  date  of  an  order  issu- 

22  ing  or  amending  the  monograph,  if  the  Secretary  determines 

23  that  manufacture,  distribution,  or  importation  of  the  drug 

24  product  should  be  delayed  pending  a determination  whether 

25  the  application  should  be  denied. 
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1 (4)  If  notice  is  given  under  paragraph  (1),  (2),  or  (3),  the 

2 applicant  shall  not  permit  the  drug  product  to  be  manufac- 

3 tured,  distributed,  or  imported  until  a drug  product  license  is 

4 issued  by  the  Secretary.  During  a thirty-day  period  following 

5 issuance  of  the  notice,  the  applicant  shall  have  an  opportu- 

6 nity  to  meet  with  appropriate  officers  and  employees  of  the 

7 Department  to  discuss  and,  if  possible,  resolve  any  questions 

8 that  prevented  issuance  of  the  drug  product  license  initially. 

9 Within  thirty  days  following  the  end  of  such  thirty-day  period 

10  (or  at  the  end  such  additional  time  as  the  applicant  and  the 

11  Secretary  may  agree  upon),  if  the  drug  product  license  has 

12  not  been  issued,  the  Secretary  shall  review  the  application 

13  and  either  issue  the  license  or  commence  formal  proceedings 

14  to  deny  the  license.  Procedures  for  such  proceedings  are  set 

15  forth  in  subpart  7. 

16  (5)  In  the  event  that  during  the  process  described  in 

17  paragraph  (4)  the  applicant  submits  material  not  contained  in 

18  the  original  application,  the  Secretary  shall  have  a reason- 

19  able  period  of  time,  not  exceeding  the  time  permitted  for 

20  review  of  the  original  application,  to  review  such  material  in 

2 1 addition  to  the  time  periods  provided  in  paragraph  (4). 

22  (e)  Requirements  for  Continued  Licensure. — As 

23  conditions  to  continued  licensure  of  a drug  product  under  this 

24  section,  the  licensee  shall — 
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(1)  comply  with  any  requirements  prescribed  in 

t * 

the  monograph  under  which  the  drug  product  is  li- 
censed; 

(2)  assure  that  the  methods  used  (by  or  on  behalf 
of  the  licensee)  in,  and  the  facilities  and  controls  used 
(by  or  on  behalf  of  the  licensee)  for,  manufacturing, 
holding,  or  distributing  the  drug  product,  or  the  drug 
entity  contained  in  the  drug  product,  conform  to — 

(A)  any  which  are  set  forth  in  the  application 
for  licensure,  and 

(BJ  the  current  good  manufacturing  practices 
required  under  section  114; 

(3)  assure  that  the  drug  product  meets  all  applica- 
ble standards  of  identity,  strength,  quality,  purity,  and 
stability — 

(A)  set  forth  in  the  application  for  licensure, 

(B)  prescribed  by  the  applicable  monograph, 
and 

(C)  under  section  115; 

(4)  assure  that  the  drug  product  complies  with  all 
applicable  requirements  regarding  components,  color 
additives,  and  packaging  and  containers — 

(A)  set  forth  in  the  application  for  licensure, 

(B)  prescribed  by  the  monograph,  and 

(C)  under  sections  116  through  118; 
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(5)  assure  that  labeling  of  the  drug  product  com- 
plies with  all  requirements  under  section  146; 

(6)  assure  that  identification  labeling  of  the  drug 
product  complies  with — 

(A)  the  sample  contained  in  the  application 
for  licensure,  as  amended,  and 

(B)  the  requirements  under  section  147; 

(7)  assure  that  patient  information  labeling  of  the 
drug  product,  if  required  under  the  monograph,  com- 
plies with — 

(A)  the  sample  contained  in  the  application 
for  licensure,  as  amended,  and 

(B)  the  requirements  under  section  151; 

(8)  assure  that  practitioner  information  labeling  of 
the  drug  product  complies  with — 

(A)  the  sample  contained  in  the  application 
for  licensure,  as  amended,  and 

(B)  the  requirements  under  section  154; 

(9)  in  the  case  of  a prescription  drug  product, 
assure  that  promotion  labeling  of  the  drug  product 
complies  with  all  requirements  under  section  156; 

(10)  assure  that  promotional  activity  regarding  the 
drug  product,  carried  out  by  or  on  behalf  of  the  li- 
censee, complies  with  all  requirements  under  sections 
158,  159,  and  160;  and 
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1 (11)  comply  with  any  lawful  order — 

2 (A)  regarding  notification  regarding  risks  of 

3 the  drug  product,  issued  under  section  148; 

4 (B)  regarding  corrective  promotion  labeling 

5 for  the  drug  product,  issued  under  section  157; 

6 (C)  regarding  an  administrative  embargo  of 

7 the  drug  product,  issued  under  section  165(j);  or 

8 (D)  regarding  processing  after  importation  of 

9 the  drug  product,  issued  under  section  119(c). 

10  (f)  Amendments  to  a Deug  Product  License. — (1) 

11  Except  as  permitted  by  the  Secretary  in  regulations,  a 

12  licensee  shall  not  alter  or  modify  the  composition  of  a drug 

13  product,  its  identification  or  information  labeling,  or  any 

14  other  aspect  of  the  drug  product  or  its  manufacture  that  is 

15  subject  to  a condition  of  licensure,  from  that  set  forth  in  the 

16  approved  application  for  licensure,  unless  the  Secretary  has 

17  approved  an  application  to  amend  the  drug  product  license 

18  regarding  the  change.  The  Secretary  may,  by  regulation, 

19  permit  alterations  or  modifications  specified  in  those  regula- 

20  tions  to  be  made  either  without  submission  of  an  application 

21  to  amend  the  drug  product  license,  or  upon  submission  of  the 

22  application  without  prior  approval  (but  subject  to  subsequent 

23  denial)  of  the  application  by  the  Secretary. 

24  (2)  On  or  before  the  effective  date  of  any  change  in  the 

25  conditions  of  licensure  prescribed  by  an  amendment  to  the 
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1 monograph  under  which  the  drug  product  is  licensed,  a li- 

2 censee  for  a drug  product  affected  by  the  change  shall — 

3 (A)  submit  and  obtain  the  Secretary’s  approval  of 

4 an  application  for  an  amendment  of  the  license  regard- 

5 ing  the  change;  or 

6 (B)  withdraw  the  drug  product  license  for  the 

7 drug  product  under  subsection  (j). 

8 (3)  An  application  for  an  amendment  of  a drug  product 

9 license  shall  contain  information  to  identify  the  drug  product 

10  involved  and  to  describe  the  proposed  changes  in  the  license. 

11  An  application  for  amendment  shall  be  processed  in  the  same 

12  manner  as  an  application  for  initial  licensure. 

13  (g)  Standards  for  Be  vocation  of  a Drug  Prod- 

14  uct  License. — The  Secretary  may  revoke  a drug  product 

15  license  if  he  determines  any  of  the  following: 

16  (1)  The  licensee  has  failed  to  comply  with  one  or 

17  more  of  the  conditions  for  continued  licensure  of  the 

18  drug  product,  set  forth  in  subsection  (e). 

19  (2)  Any  of  the  following  contained  an  untrue 

20  statement  of  material  fact: 

21  (A)  The  application  for  licensure  of  the  drug 

22  product. 

23  (B)  Any  application  for  amendment  of  the 
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drug  product  license. 
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1 (C)  Any  report  regarding  the  drug  product 

2 submitted  by  the  licensee  pursuant  to  any  require- 

3 ment  under  this  title. 

4 (D)  Any  record  regarding  the  drug  product 

5 made  by  the  licensee  pursuant  to  any  requirement 

6 under  this  title. 

7 (3)  If  batch  approval  is  required  under  the  appli- 

8 cable  monograph,  the  licensee  has  been  unable  to 

9 obtain  approval  of  the  Secretary  for  a substantial 

10  number  of  batches  of  the  drug  product  submitted  by 

11  the  licensee  during  a period  of  time  determined  to  be 

12  significant  in  light  of  the  volume  of  the  drug  product 

13  manufactured. 

14  (4)  The  drug  product,  or  the  drug  entity  contained 

15  in  the  drug  product,  is  manufactured  in  an  establish- 

16  ment  that — 

17  (A)  is  not  registered  under  section  113;  or 

18  (B)  could  not  be  inspected  because  the 

19  person  responsible  for  the  establishment  refused  to 

20  permit  an  inspection  authorized  by  section  175. 

21  (5)  The  monograph  under  which  the  drug  product 

22  is  licensed  is  revoked  under  subpart  2. 

23  (h)  Procedures  for  Revocation  of  a Drug  Prod- 

24  uct  License. — (1)  Before  formal  proceedings  are  com- 

25  menced  to  revoke  a drug  product  license  under  this  section, 
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1 the  Secretary  may,  in  his  discretion,  provide  the  licensee 

2 written  notice  of  the  possibility  that  the  drug  product  license 

3 might  be  subject  to  revocation  proceedings.  The  notice  shall 

4 specify  the  matters  that  might  justify  the  action  and  allow  a 

5 reasonable  period  of  time,  as  determined  by  the  Secretary, 

6 for  corrective  action  to  be  taken.  If  corrective  action  is  taken 

7 to  the  satisfaction  of  the  Secretary,  no  proceedings  to  revoke 

8 the  drug  product  license  shall  be  commenced  based  upon  the 

9 matters  specified  in  the  notice  to  the  licensee. 

10  (2)  Procedures  for  formal  proceedings  to  revoke  a drug 

11  product  license  are  set  forth  in  subpart  7,  except  that  in  the 

12  event  that  the  Secretary  revokes  a monograph  under  subpart 

13  2,  the  Secretary  shall  revoke  the  drug  product  license  for 

14  each  drug  product  licensed  under  that  monograph  at  the 

15  same  time  an  order  revoking  the  monograph  is  issued,  with- 

16  out  regard  to  the  procedures  set  forth  in  subpart  7. 

17  (i)  Suspension  of  a Drug  Product  License. — (1) 

18  The  Secretary  may  suspend  a drug  product  license  issued 

19  under  this  section,  pending  completion  of  formal  proceedings 

20  to  determine  whether  the  license  should  be  revoked  under 

21  subsection  (g),  if  the  Secretary  determines  that  the  action  is 

22  necessary  to  reduce  or  eliminate  an  unreasonable  and  sub- 

23  stantial  risk  of  illness  or  injury. 

24  (2)  An  order  of  suspension  may  be  issued  without  regard 

25  to  the  procedures  set  forth  in  subpart  7,  shall  become  effec- 
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tive  on  the  date  specified  in  the  order,  and  shall  remain  in 
effect  until  completion  of  the  proceedings  to  determine 
whether  the  license  should  be  revoked  or  until  the  order  of 
suspension  is  withdrawn  by  the  Secretary. 

(3)  In  the  event  the  Secretary  suspends  a license  under 
this  subsection,  proceedings  to  revoke  the  license  shall  be 
commenced  under  subsection  (h)  and  completed  on  an  expe- 
dited basis. 

(j)  Withdrawal  of  a Drug  Product  License. — 
Any  licensee  under  this  section  may  at  any  time  withdraw  a 
drug  product  license. 

Subpart  5 — Investigational  Use  of  Drug  Products 
OBJECTIVES  IN  REGULATING  THE  INVESTIGATIONAL  USE 

OF  DRUG  PRODUCTS 

Sec.  125.  (a)  General  Objectives. — In  regulating 
the  investigational  use  of  drug  products  in  humans,  the  Sec- 
retary shall — 

(1)  protect  the  rights  and  health  of  humans  who 
may  participate  in  the  investigation,  and 

(2)  to  the  extent  consistent  with  paragraph  (1), 
avoid  interfering  with  the  discovery  and  development 
of  new  drug  products  intended  to  benefit  and  promote 
the  public  health,  and  to  that  end,  facilitate  the  oppor- 
tunities for  scientific  investigators  in  their  pursuit  of 
that  objective. 
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1 (b)  Specific  Objectives  in  Drug  Development 

2 Investigations. — In  regulating  the  investigational  use  of  a 

3 drug  product  in  humans  for  purposes  of  evaluating  the  effec- 

4 tiveness  and  assessing  the  risks  of  the  drug  entity  contained 

5 in  the  drug  product  being  investigated,  or  for  purposes  of 

6 obtaining  data  and  information  in  support  of  a petition  for  a 

7 monograph  under  subpart  2 of  this  part  or  an  application  for 

8 a drug  product  license  under  subpart  4 of  this  part,  the  Sec- 

9 retary  shall,  in  addition  to  subsection  (a) — 

10  (1)  assure  the  quality,  reliability,  and  validity  of 

11  the  scientific  data  and  information  obtained  in  the  in- 

12  vestigations,  and 

13  (2)  to  the  extent  consistent  with  his  obligation  to 

14  evaluate  monograph  petitions  and  license  applications 

15  fairly  and  objectively,  advise  persons  who  conduct  sci- 

16  entific  investigations  on  the  purposes,  design,  and  con- 

17  duct  of  investigations,  and  evaluate  the  results  of  these 

18  investigations,  in  order  to  minimize  the  potential  for 

19  unnecessary  investigations  or  delays  in  the  process  of 

20  drug  development. 

21  GENERAL  REQUIREMENTS 

22  Sec.  126.  (a)  General  Requirements. — (1)  Any 

23  person  who  intends  to  conduct  an  investigation  in  which  a 

24  drug  product  which  is  not  licensed  under  subpart  4 will  be 

25  dispensed  to  a human,  shall  obtain  from  the  Secretary  a reg- 
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1 istration  for  such  investigation  under  this  subpart  before  per- 

2 mitting  the  drug  product  to  be  dispensed  in  the  course  of  such 

3 investigation.  A registration  issued  under  this  subpart  author- 

4 izes  the  dispensing  of  the  drug  product  to  humans  only  in  the 

5 course  of  an  investigation  approved  in  such  registration. 

6 (2)  Any  person  who  intends  to  manufacture  or  distrib- 

7 ute,  or  to  import  into  the  United  States,  a drug  product 

8 which  is  not  licensed  under  subpart  4,  for  purposes  of  con- 

9 ducting  an  investigation  involving  the  drug  product,  shall 

10  obtain  from  the  Secretary,  or  assure  that  the  person  to  whom 

11  the  drug  product  will  be  distributed  has  obtained  from  the 

12  Secretary,  a registration  for  such  investigation  under  this 

13  subpart,  before  commencing  manufacture,  distribution,  or  im- 

14  portation  of  the  drug  product  for  such  purposes. 

15  (3)  Any  practitioner  who  intends  to  dispense  to  a human 

16  a drug  product  which  is  not  licensed  under  subpart  4,  for 

17  purposes  of  conducting  an  investigation  involving  the  drug 

18  product,  shall  obtain  from  the  Secretary,  or  assure  that  the 

19  person  from  whom  the  drug  product  will  be  received  has  ob- 

20  tained  from  the  Secretary,  a registration  for  such  investiga- 

21  tion  under  this  subpart,  before  commencing  dispensing  of  the 

22  drug  product  in  the  course  of  such  investigation. 

23  (b)  Applicability  to  Foreign  Clinical  Investi- 

24  gations  and  to  Nonclinical  Investigations. — The  re- 

25  quirements  of  sections  130  and  131  shall  apply  to  any  foreign 
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1 clinical  investigations  and  to  any  nonclinical  investigations 

2 that  are  submitted  to  the  Secretary  in  support  of  a petition 

3 under  subpart  2 of  this  part,  an  application  for  a drug  product 

4 license  under  subpart  4 of  this  part,  or  an  application  for  a 

5 registration  under  this  subpart,  to  the  extent  the  Secretary 

6 determines  appropriate  to  fulfill  the  objectives  of  those  sec- 

7 tions  and  section  125. 

8 REGISTRATION  REQUIREMENTS  FOR  DRUG  INNOVATION 

9 INVESTIGATIONS 

10  Sec.  127.  (a)  Definition. — The  term  “drug  innova- 

11  tion  investigation”  refers  to  those  investigations  involving 

12  small  numbers  of  human  participants  (in  normal  health  or 

13  with  the  disease,  injury,  or  condition  under  investigation) 

14  which  are  intended  to  examine  the  clinical  pharmacology  of  a 

15  drug  entity  or  drug  product  in  humans,  to  assess  preliminar- 

16  ily  its  risks  and  effectiveness,  or  to  study,  with  the  use  of  a 

17  drug  product,  biological  mechanisms  in  humans. 

18  (b)  Requirement  of  Registration. — Any  person 

19  who  intends  to  conduct  a drug  innovation  investigation  shall, 

20  before  permitting  the  drug  product  to  be  dispensed  to  a 

21  human  as  part  of  the  investigation,  obtain  from  the  Secretary 

22  in  accordance  with  this  section  a registration  for  the  drug 

23  product  being  investigated. 
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(c)  Application  foe  Eegisteation. — Any  applica- 
tion for  registration  under  this  section  shall  contain  the  fol- 
lowing information: 

(1)  A description  of  the  drug  product,  including 
the  drug  entity  contained  in  the  drug  product,  that  is 
to  be  investigated. 

(2)  Reports  of  previous  investigations  and  experi- 
ence involving  the  drug  entity,  including  preclinical  in- 
vestigations, clinical  investigations,  and  clinical  experi- 
ence with  drug  products  containing  the  drug  entity. 

(3)  A description  of  and  the  protocol  for  the  clini- 
cal investigation  to  be  conducted  under  the  registra- 
tion, including  the  maximum  number  of  humans  to  be 
included  as  participants,  the  criteria  for  participant  se- 
lection, the  estimated  duration,  and  the  names  of  the 
investigators,  for  the  investigation. 

(4)  Such  information  as  is  necessary  for  the  Sec- 
retary to  determine  whether  the  requirements  in  sub- 
section (f)  are  or  will  be  met. 

(5)  Any  other  information  that  is  necessary  for  the 
Secretary  to  determine  whether  the  application  should 
be  approved  or  denied  under  subsection  (d)  of  this  sec- 
tion. 
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1 (d)  Standards  for  Denial  of  Registration. — The 

2 Secretary  shall  register  a drug  product  under  this  section 

3 unless  the  Secretary  determines  that — 

4 (1)  the  proposed  investigation  is  not  within  the 

5 scope  of  a drug  innovation  investigation,  as  defined  in 

6 subsection  (a); 

7 (2)  the  proposed  investigation  will  not  comply 

8 with  the  conditions  required  under  subsection  (f)  for 

9 registration  under  this  section; 

10  (3)  human  participants  would  be  subjected  to  an 

11  unreasonable  and  significant  risk  of  illness  or  injury;  or 

12  (4)  the  application  for  registration  fails  to  contain 

13  information  required  under  subsection  (c)  or  contains  an 

14  untrue  statement  of  material  fact. 

15  (e)  Procedures  for  Denial  of  Registration. — 

16  (1)  The  Secretary  shall  notify  the  applicant,  within  thirty 

17  days  following  receipt  of  the  application,  if  the  Secretary  de- 

18  termines  that  the  investigation  should  be  delayed  pending  a 

19  determination  whether  the  application  should  be  denied.  If 

20  such  notice  is  not  given  within  the  thirty  days,  the  registra- 

21  tion  shall  be  deemed  to  be  issued. 

22  (2)  If  notice  is  given  under  paragraph  (1),  the  applicant 

23  shall  not  permit  the  drug  product  to  be  dispensed  to  a human 

24  as  part  of  the  investigation  until  a registration  is  issued  by 

25  the  Secretary.  During  a thirty-day  period  following  issuance 
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of  the  notice,  the  applicant  shall  have  an  opportunity  to  meet 
with  appropriate  officers  and  employees  of  the  Department  to 
discuss  and,  if  possible,  resolve  any  questions  that  prevented 
issuance  of  the  registration  initially.  Within  fifteen  days  fol- 
lowing the  end  of  this  thirty-day  period  (or  at  the  end  of  such 
additional  time  as  the  applicant  may  request),  if  the  registra- 
tion has  not  been  issued,  the  Secretary  shall  review  the  appli- 
cation and  either  issue  the  registration  or  hold  a conference 
with  the  applicant  to  determine  whether  proceedings  to  deny 
the  application  should  be  commenced.  If  a conference  is  held, 
the  Secretary  shall,  within  fifteen  days  following  the  confer- 
ence, either  issue  the  registration  or  commence  formal  pro- 
ceedings to  deny  the  registration.  Procedures  for  such  pro- 
ceedings are  set  forth  in  subpart  7. 

(3)  In  the  event  that  during  the  process  described  in 
paragraph  (2)  the  applicant  submits  material  not  contained  in 
the  original  application,  the  Secretary  shall  have  a reason- 
able period  of  time,  not  exceeding  thirty  days,  to  review  such 
material  in  addition  to  the  time  periods  provided  in  paragraph 
(2). 

(f)  Requieements  foe  Conduct  of  Investiga- 
tions.— As  conditions  for  registration  of  a drug  product 
under  this  section,  the  registrant  shall — 

(1)  distribute  the  drug  product  only  to  experts 
who  are  qualified  by  scientific  training  and  experience 
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to  investigate  the  drug  product  or  the  nature  of  dis- 
eases, injuries,  and  other  conditions  in  humans  and 
who  are  named  in  the  registration; 

(2)  require  that  the  drug  product  not  be  dispensed 
to  humans  other  than  by,  or  under  the  supervision  of, 
the  investigators  named  in  the  registration; 

(3)  conduct  the  investigation  in  accordance  with 
the  protocol  in  the  registration; 

(4)  establish  and  maintain  records,  and  submit  re- 
ports to  the  Secretary,  regarding  the  investigation  to 
enable  the  Secretary  to  determine  whether  the  condi- 
tions of  registration  are  being  fulfilled; 

(5)  report  to  the  Secretary  (in  accordance  with 
regulations  promulgated  under  this  subpart)  information 
regarding  newly  discovered  risks  of  the  drug  product  to 
enable  the  Secretary  to  determine  whether  human  par- 
ticipants are  being  subjected  to  an  unreasonable  and 
significant  risk  of  illness  or  injury; 

(6)  comply  with  the  requirements  of  section  130; 
and 

(7)  not  promote  or  commercialize  the  drug 
product. 

(g)  Revocation  of  Registration. — (1)  The  Secre- 
tary shall  revoke  a registration  under  this  section  if  he  deter- 
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(A)  the  registrant  has  failed  to  comply  with  the 
conditions  of  registration;  or 

QB)  the  human  participants  in  the  investigation  are 
subject  to  unreasonable  and  significant  risk  of  illness  or 
injury. 

(2)  In  revoking  a registration  under  this  subsection,  the 
Secretary  may  provide  for  an  orderly  transition  of  partici- 
pants in  the  investigation  at  the  time  of  revocation  to  other 
methods  of  treatment  if  necessary  to  prevent  illness  or  injury 
to  such  participants  from  immediate  termination  of  the 
investigation. 

(3)  Procedures  for  the  revocation  of  a registration  of  a 
drug  product  under  this  subsection  are  set  forth  in  subpart  7. 
Informal  procedures  to  resolve  scientific  conflicts  are  required 
under  section  133. 

(h)  Suspension  of  Registration. — (1)  The  Secre- 
tary may  suspend  a registration  issued  under  this  section, 
pending  completion  of  formal  proceedings  to  determine 
whether  the  registration  should  be  revoked  under  subsection 
(g),  if  he  has  reason  to  believe  that  the  action  is  necessary  to 
reduce  or  eliminate  an  unreasonable  and  significant  risk  of 
illness  or  injury  to  human  participants  in  the  investigation. 

(2)  An  order  of  suspension  may  be  issued  without  regard 
to  the  procedures  set  forth  in  subpart  7,  shall  become  effec- 
tive on  the  date  specified  in  the  order,  and  shall  remain  in 
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1 effect  until  completion  of  the  proceedings  to  determine 

2 whether  the  registration  should  be  revoked  or  until  the  order 

3 of  suspension  is  withdrawn  by  the  Secretary. 

4 (3)  In  suspending  a registration  under  this  subsection, 

5 the  Secretary  may  provide  for  an  orderly  transition  of  partici- 

6 pants  in  the  investigation  at  the  time  of  suspension  to  other 

7 methods  of  treatment,  if  necessary  to  prevent  illness  or  injury 

8 to  such  participants  from  immediate  termination  of  the 

9 investigation. 

10  (4)  In  the  event  the  Secretary  suspends  a registration 

11  under  this  subsection,  proceedings  to  revoke  the  registration 

12  shall  be  commenced  under  subsection  (g)  and  completed  on 

13  an  expedited  basis. 

14  (i)  Withdrawal  of  Registration  by  Regis- 

15  trant. — Any  registration  for  investigational  use  of  a drug 

16  product  under  this  section  may  at  any  time  be  withdrawn  by 

17  the  registrant. 

18  REGISTRATION  REQUIREMENTS  FOR  DRUG  DEVELOPMENT 

19  INVESTIGATIONS 

20  Sec.  128.  (a)  Definition. — The  term  “drug  develop- 

21  ment  investigation’ ’ refers  to  those  investigations  involving 

22  human  participants  which  are  for  the  purpose  of  evaluating 

23  the  effectiveness  of  a drug  product  and  assessing  its  risks. 

24  This  category  of  investigations  is  primarily  intended  for  drug 
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products  for  which  petitions  to  issue  or  amend  monographs 
are  intended  to  be  submitted  under  subpart  2. 

(b)  Requirement  for  Registration. — Any  person 
who  intends  to  conduct  a drug  development  investigation 
shall,  before  permitting  the  drug  product  to  be  dispensed  to  a 
human  as  part  of  the  investigation,  obtain  from  the  Secretary 
in  accordance  with  this  section  a registration  for  the  drug 
product  being  investigated.  No  requirement  imposed  by  this 
section  shall  be  interpreted  to  affect  the  continuation  of  any 
clinical  investigation  conducted  in  accordance  with  a registra- 
tion issued  under  section  127. 

(c)  Application  for  Registration. — An  application 
for  registration  under  this  section  shall  contain  the  following 
information: 

(1)  A description  of  the  drug  product,  including 
the  drug  entity  contained  in  the  drug  product,  that  is 
to  be  investigated. 

(2)  Reports  of  prior  investigations  and  experience 
involving  the  drug  entity,  including  preclinical  investi- 
gations, clinical  investigations  (including  investigations 
conducted  under  a registration  for  a drug  innovation 
investigation,  if  any),  and  clinical  experience  with  drug 
products  containing  the  drug  entity. 

(3)  A proposed  overall  plan  for  the  development  of 
the  drug  product,  including,  to  the  extent  possible,  de- 
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scriptions  and  protocols  of,  and  names  of  the  investiga- 
tors to  be  involved  in,  the  investigations  proposed  to  be 
conducted  under  the  registration.  Descriptions  and  pro- 
tocols not  submitted  in  the  application  shall  be  submit- 
ted in  accordance  with  subsection  (g). 

(4)  Such  information  as  is  necessary  for  the  Sec- 
retary to  determine  whether  the  requirements  in  sub- 
section (f)  are  or  will  be  met. 

(5)  Any  other  information  that  is  necessary  for  the 
Secretary  to  determine  whether  the  application  should 
be  approved  or  denied  under  subsection  (d)  of  this 
section. 

(d)  Standards  for  Denial  of  Registration. — The 
Secretary  shall  register  a drug  product  under  this  section 
unless  the  Secretary  determines  that — 

(1)  the  proposed  investigations  will  not  comply 
with  the  conditions  required  in  subsection  (f)  for  regis- 
tration under  this  section; 

(2)  the  human  participants  in  the  investigations 
would  be  subjected  to  an  unreasonable  and  significant 
risk  of  illness  or  injury; 

(3)  the  applicant  has  failed  to  demonstrate  that 
the  risks  to  the  human  participants  in  the  proposed  in- 
vestigations are  outweighed  by  the  benefits  to  be  de- 
rived from  the  investigations; 
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(4)  the  proposed  plan  for  the  development  of  the 
drug  product  is  not  adequate  to  meet  its  stated  objec- 
tives; 

(5)  the  proposed  investigations  are  inadequate  to 
meet  their  stated  objectives;  or 

(6)  the  application  for  registration  fails  to  contain 
information  required  under  subsection  (c)  or  contains  an 
untrue  statement  of  material  fact. 

(e)  Procedures  for  Denial  of  Registration. — (1) 
The  Secretary  shall  notify  the  applicant,  within  sixty  days 
following  receipt  of  the  application,  if  the  Secretary  deter- 
mines that  the  investigation  should  be  delayed  pending  a de- 
termination whether  the  application  should  be  denied.  If  such 
notice  is  not  given  within  the  sixty  days,  the  registration 
shall  be  deemed  to  be  issued. 

(2)  If  notice  is  given  under  paragraph  (1),  the  applicant 
shall  not  permit  the  drug  product  to  be  dispensed  to  a human 
as  part  of  the  investigation  until  a registration  is  issued  by 
the  Secretary.  During  a thirty-day  period  following  issuance 
of  the  notice,  the  applicant  shall  have  an  opportunity  to  meet 
with  appropriate  officers  and  employees  of  the  Department  to 
discuss  and,  if  possible,  resolve  any  questions  that  prevented 
issuance  of  the  registration  initially.  Within  fifteen  days  fol- 
lowing the  end  of  this  thirty-day  period  (or  at  the  end  of  such 
additional  timo  as  the  applicant  may  request),  if  the  registra- 
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1 tion  has  not  been  issued,  the  Secretary  shall  review  the  appli- 

2 cation  and  either  issue  the  registration  or  hold  a conference 

3 with  the  applicant  to  determine  whether  proceedings  to  deny 

4 the  application  should  be  commenced.  If  a conference  is  held, 

5 the  Secretary  shall,  within  fifteen  days  following  the  confer- 

6 ence,  either  issue  the  registration  or  commence  formal  pro- 

7 ceedings  to  deny  the  registration.  Procedures  for  such  pro- 

8 ceedings  are  set  forth  in  subpart  7. 

9 (3)  In  the  event  that  during  the  process  described  in 

10  paragraph  (2)  the  applicant  submits  material  not  contained  in 

11  the  original  application,  the  Secretary  shall  have  a reason- 

12  able  period  of  time,  not  exceeding  thirty  days,  to  review  such 

13  material  in  addition  to  the  time  periods  provided  in  paragraph 

14  (2). 

15  (f)  Requirements  for  Conduct  of  Investiga- 

16  tions. — As  conditions  for  registration  of  a drug  product 

17  under  this  section,  the  registrant  shall — 

18  (1)  distribute  the  drug  product  only  to  experts 

19  who  are  qualified  by  scientific  training  and  experience 

20  to  investigate  the  drug  product  or  the  nature  of  dis- 

21  eases,  injuries,  and  other  conditions  in  humans  and 

22  who  are  named  in  the  registration; 

23  (2)  require  that  the  drug  product  not  be  dispensed 

24  to  humans  other  than  by,  or  under  the  supervision  of, 

25  the  investigators  named  in  the  registration; 
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(3)  conduct  the  investigations  in  accordance  with 
the  protocols  submitted  under  the  registration; 

(4)  establish  and  maintain  records,  and  submit  re- 
ports to  the  Secretary,  regarding  the  investigations  to 
enable  the  Secretary — 

(A)  to  determine  whether  the  conditions  of 
registration  are  being  fulfilled; 

(B)  to  review  the  progress  and  results  of  the 
ongoing  and  completed  investigations; 

(C)  to  review  protocols  for  proposed  new  in- 
vestigations; and 

(D)  to  evaluate  the  risks  and  effectiveness  of 
the  drug  product; 

(5)  report  to  the  Secretary  (in  accordance  with 
regulations  prescribed  by  him)  information  regarding 
newly  discovered  risks  of  the  drug  product  to  enable 
the  Secretary  to  determine  whether  the  risks  to  human 
participants  outweigh  the  benefits  to  be  derived  from 
the  investigations; 

(6)  comply  with  the  requirements  of  sections  130 
and  131;  and 

(7)  not  promote  or  commercialize  the  drug 
product. 

(g)  New  or  Modified  Clinical  Investigations. — 
(1)  The  registrant  may  propose  new  clinical  investigations  or 
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significant  modifications  of  investigations  commenced  under 
the  registration  as  amendments  to  the  registration,  in  accord- 
ance with  regulations  issued  by  the  Secretary,  and  shall 
submit  protocols  for  such  investigations,  before  permitting 
the  drug  product  to  be  dispensed  to  a human  as  part  of  the 
new  or  modified  investigation. 

(2)  The  registrant  shall  not  begin  a proposed  new  inves- 
tigation, or  implement  a proposed  significant  modification,  for 
at  least  thirty  days  following  receipt  of  the  submission  by  the 
Secretary.  The  Secretary  may  direct  the  registrant  not  to 
implement,  or  to  suspend  implementation  of,  the  proposed 
significant  modification,  or  not  to  commence  the  proposed 
new  investigation,  if  the  Secretary  determines  that  an  initial 
application  for  registration  under  this  section  for  the  modified 
or  proposed  investigation  would  have  been  denied  under  sub- 
section (d).  In  so  doing,  the  Secretary  shall  follow  the  proce- 
dures for  denial  of  registration  set  forth  in  subsection  (e), 
except  that  if  the  Secretary  does  not  notify  the  registrant 
within  thirty  days  following  receipt  of  the  submission  by  the 
Secretary,  the  registrant  may  proceed  to  implement  the 
modification  or  commence  the  new  investigation. 

(h)  Revocation  of  Registration. — (1)  The  Secre- 
tary shall  revoke  a registration  of  a drug  product  under  this 
section  if  the  Secretary  determines  that — 
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(A)  the  registrant  has  failed  to  comply  with  the 
conditions  of  registration; 

(B)  the  risks  to  the  human  participants  in  the  in- 
vestigations are  not  outweighed  by  the  benefits  to  be 
derived  from  the  investigations;  or 

(C)  the  human  participants  in  the  investigation  are 
subject  to  an  unreasonable  and  significant  risk  of  ill- 
ness or  injury. 

(2)  In  revoking  a registration  under  this  subsection,  the 
Secretary  may  provide  for  an  orderly  transition  of  partici- 
pants in  the  investigation  at  the  time  of  the  revocation  to 
other  methods  of  treatment  if  necessary  to  prevent  illness  or 
injury  to  such  participants  from  immediate  termination  of  the 
investigation. 

(3)  Procedures  for  the  revocation  of  a registration  of  a 
drug  product  under  this  subsection  are  set  forth  in  subpart  7. 
Informal  procedures  to  resolve  scientific  conflicts  are  required 
under  section  133. 

(i)  Suspension  of  Registration. — (1)  The  Secretary 

may  suspend  a registration  issued  under  this  section,  pending 

• 

completion  of  formal  proceedings  to  determine  whether  the 
registration  should  be  revoked  under  subsection  (h),  if  the 
Secretary  has  reason  to  believe  that  the  action  is  necessary 
to  reduce  or  eliminate  an  unreasonable  risk  of  illness  or 
injury  to  human  participants  in  the  investigations. 
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1 (2)  An  order  of  suspension  may  be  issued  without  regard 

2 to  the  procedures  set  forth  in  subpart  7,  shall  become  effec- 

3 tive  on  the  date  specified  in  the  order,  and  shall  remain  in 

4 effect  until  completion  of  the  proceedings  to  determine 

5 whether  the  registration  should  be  revoked  or  until  the  order 

6 of  suspension  is  withdrawn  by  the  Secretary. 

7 (3)  In  suspending  a registration  under  this  subsection 

8 the  Secretary  may  provide  for  an  orderly  transition  of  partici- 

9 pants  in  the  investigation  at  the  time  of  suspension  to  other 

10  methods  of  treatment,  if  necessary  to  prevent  illness  or  injury 

11  to  such  participants  from  immediate  termination  of  the  in- 

12  vestigation. 

13  (4)  In  the  event  the  Secretary  suspends  a registration 

14  under  this  subsection,  proceedings  to  revoke  the  registration 

15  shall  be  commenced  under  subsection  (h)  and  completed  on 

16  an  expedited  basis. 

17  (j)  Withdrawal  of  Registration  by  Regis- 

18  trant. — Any  registration  for  investigational  use  of  a drug 

19  product  under  this  section  may  at  any  time  be  withdrawn  by 

20  the  registrant. 

21  REGISTRATION  REQUIREMENTS  FOR  DRUG  TREATMENT 

22  INVESTIGATIONS 

23  Sec.  129.  (a)  Definition. — The  term  “drug  treatment 

24  investigation’ ’ refers  to  those  investigations  involving  small 

25  numbers  of  human  participants  with  a serious  disease,  injury, 
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or  condition  who  cannot  be  satisfactorily  served  by  alterna- 
tive methods  of  diagnosis,  cure,  mitigation,  treatment,  or  pre- 
vention, which  investigations  are  primarily  intended  to  pro- 
vide diagnosis,  cure,  mitigation,  treatment,  or  prevention  for 
such  participants  rather  than  to  assess  the  risks  and  effective- 
ness of  the  drug  product  involved  (although  information  rele- 
vant to  such  assessment  may  be  derived  during  the  investiga- 
tions). 

(b)  Requirement  of  Registration. — Any  person 
who  intends  to  conduct  a drug  treatment  investigation  shall, 
before  permitting  the  drug  product  to  be  dispensed  to  a 
human  as  part  of  the  investigation,  obtain  from  the  Secretary 
in  accordance  with  this  section  a registration  for  the  drug 
product  being  investigated. 

(c)  Application  for  Registration. — Any  applica- 
tion for  registration  under  this  section  shall  contain  the  fol- 
lowing information: 

(1)  A description  of  the  drug  product,  including 
the  drug  entity  contained  in  the  drug  product,  that  is 
to  be  investigated. 

(2)  Reports  of  previous  investigations  involving 
the  drug  entity,  including  preclinical  investigations,  and 
clinical  investigations  and  experience  with  drug  prod- 
ucts containing  the  drug  entity. 
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(3)  A description  of  the  investigation  or  investiga- 
tions to  be  conducted  under  the  registration,  including 
the  number  of  humans  to  be  included  as  participants, 
the  criteria  for  participant  selection,  and  the  names  of 
the  investigators,  for  each  investigation. 

(4)  Such  information  as  is  necessary  for  the  Sec- 
retary to  determine  whether  the  requirements  in  sub- 
section (f)  are  or  will  be  met. 

(5)  Any  other  information  that  is  necessary  for  the 
Secretary  to  determine  whether  the  application  should 
be  approved  or  denied  under  subsection  (d)  of  this 

t 

section. 

(d)  Standards  for  Denial  of  Registration. — The 
Secretary  shall  register  a drug  product  under  this  section 
unless  the  Secretary  determines  that — 

(1)  the  proposed  clinical  investigations  are  not 
within  the  scope  of  a drug  treatment  investigation,  as 
defined  in  subsection  (a); 

(2)  the  proposed  investigations  will  not  comply 
with  the  conditions  required  in  subsection  (f)  for  regis- 
tration under  this  section; 

(3)  human  participants  would  be  subject  to  an  un- 
reasonable and  significant  risk  of  illness  or  injury; 

(4)  the  risks  to  the  participants  in  the  proposed 
clinical  investigations  are  not  outweighed  by  the  bene- 
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1 fits  to  those  participants  to  be  derived  from  the  investi- 

2 gations  because  the  applicant  has  failed  to  demonstrate 

3 a reasonable  probability  that  the  participants  will  be 

4 satisfactorily  treated  by  the  drug  product;  or 

5 (5)  the  application  for  registration  fails  to  contain 

6 information  required  under  subsection  (c)  or  contains  an 

7 untrue  statement  of  material  fact. 

8 (e)  Procedures  for  Denial  of  Registration. — (1) 
« 9 The  Secretary  shall  notify  the  applicant,  within  thirty  days 

10  following  receipt  of  the  application  by  the  Secretary,  if  the 

11  Secretary  determines  that  the  investigation  is  to  be  delayed 

12  pending  a determination  whether  the  application  should  be 

13  denied.  If  such  notice  is  not  given  within  the  thirty  days,  the 

14  registration  shall  be  deemed  to  be  issued. 

15  (2)  If  notice  is  given  under  paragraph  (1),  the  applicant 

16  shall  not  permit  the  drug  product  to  be  dispensed  to  a human 

17  as  part  of  the  investigation  until  a registration  is  issued  by 

18  the  Secretary.  During  a thirty-day  period  following  issuance 

19  of  the  notice,  the  applicant  shall  have  an  opportunity  to  meet 

20  with  appropriate  officers  and  employees  of  the  Department  to 

21  discuss  and,  if  possible,  resolve  any  questions  that  prevented 

22  issuance  of  the  registration  initially.  Within  fifteen  days  fol- 

23  lowing  the  end  of  this  thirty-day  period  (or  at  the  end  of  such 

24  additional  time  as  the  applicant  may  request),  if  the  registra- 

25  tion  has  not  been  issued,  the  Secretary  shall  review  the  appli- 
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1 cation  and  either  issue  the  registration  or  hold  a conference 

2 with  the  applicant  to  determine  whether  proceedings  to  deny 

3 the  application  should  be  commenced.  If  a conference  is  held, 

4 the  Secretary  shall,  within  thirty  days  following  the  confer- 

5 ence,  either  issue  the  registration  or  commence  formal  pro- 

6 ceedings  to  deny  the  registration.  Procedures  for  such  pro- 

7 ceedings  are  set  forth  in  subpart  7. 

8 (3)  In  the  event  that  during  the  process  described  in 

9 paragraph  (2)  the  applicant  submits  material  not  contained  in 

10  the  original  application,  the  Secretary  shall  have  a reason- 

11  able  period  of  time,  not  exceeding  thirty  days,  to  review  such 

12  material  in  addition  to  the  time  periods  provided  in  paragraph 

13  (2). 

14  (f)  Requirements  for  Conduct  of  Investiga- 

15  tions. — As  conditions  for  registration  of  a drug  product 

16  under  this  section,  the  registrant  shall — 

17  (1)  distribute  the  drug  product  only  to  individual 

18  physicians  who  have  a limited  number  of  patients  with 

19  disease,  injury,  or  other  condition  to  be  treated  with 

20  the  drug  product  and  who  are  named  in  the 

2 1 registration; 

22  (2)  require  that  the  drug  product  not  be  dispensed 

23  to  humans,  other  than  by,  or  under  the  supervision  of, 

24  the  investigators  named  in  the  registration; 
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(3)  conduct  the  investigations  in  accordance  with 
the  protocols  in  the  registration; 

(4)  establish  and  maintain  records,  and  submit  re- 
ports to  the  Secretary,  regarding  the  investigation  to 
enable  the  Secretary  to  determine  whether  the  condi- 
tions of  registration  are  being  fulfilled; 

(5)  report  to  the  Secretary  (in  accordance  with 
regulations  prescribed  by  him)  information  regarding 
newly  discovered  risks  of  the  drug  product,  or  regard- 
ing the  effectiveness  of  the  drug  product,  to  enable  the 
Secretary  to  determine  whether  the  risks  to  human 
participants  continue  to  be  outweighed  by  the  benefits 
to  those  participants  from  the  investigation; 

(6)  comply  with  the  requirements  of  sections  130 
and  131;  and 

(7)  not  promote  or  commercialize  the  drug 
product. 

(g)  Revocation  of  Registration. — (1)  The  Secre- 
tary shall  revoke  a registration  issued  under  this  section  if  he 
determines  that — 

(A)  the  registrant  has  failed  to  comply  with  the 
conditions  of  registrations;  or 

(B)  the  risks  to  human  participants  in  the  investi- 
gation are  not  outweighed  by  the  benefits  to  those  par- 
ticipants from  the  investigation. 
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1 (2)  In  revoking  a registration  under  this  subsection,  the 

2 Secretary  may  provide  for  a continued  investigation  involving 

3 participants  in  the  investigation  at  the  time  of  revocation  if 

4 necessary  to  prevent  illness  or  injury  to  such  participants 

5 from  immediate  termination  of  the  investigation. 

6 (3)  Procedures  for  the  revocation  of  a registration  of  a 

7 drug  product  under  this  subsection  are  set  forth  in  subpart  7. 

8 Informal  procedures  to  resolve  scientific  conflicts  are  set 

9 forth  in  section  133. 

10  (h)  Suspension  of  Registration. — (1)  The  Secre- 

11  tary  may  suspend  a registration  issued  under  this  section, 

12  pending  completion  of  formal  proceedings  to  determine 

13  whether  the  registration  should  be  revoked  under  subsection 

14  (g),  if  the  Secretary  has  reason  to  believe  that  the  action  is 

15  necessary  to  reduce  or  eliminate  an  unreasonable  and  signifi- 

16  cant  risk  of  illness  or  injury  to  human  participants  in  the 

17  investigations. 

18  (2)  An  order  of  suspension  may  be  issued  without  regard 

19  to  the  procedures  set  forth  in  subpart  7,  shall  become  effec- 

20  tive  on  the  date  specificed  in  the  order,  and  shall  remain  in 

21  effect  until  completion  of  the  proceedings  to  determine 

22  whether  the  registration  should  be  revoked  or  until  the  order 

23  of  suspension  is  withdrawn  by  the  Secretary. 

24  (3)  In  suspending  a registration  under  this  subsection, 

25  the  Secretary  may  provide  for  an  orderly  transition  of  partici- 
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1 pants  in  the  investigation  at  the  time  of  suspension  to  other 

2 methods  of  treatment,  if  necessary  to  prevent  illness  or  injury 

3 to  such  participants  from  immediate  termination  of  the 

4 investigation. 

5 (4)  In  the  event  the  Secretary  suspends  a registration 

6 under  this  subsection,  proceedings  to  revoke  the  registration 

7 shall  be  commenced  under  subsection  (g)  and  completed  on 

8 an  expedited  basis. 

9 (i)  Withdrawal  of  Registration  by  Regis- 

10  trant. — Any  registration  for  investigational  use  of  a drug 

11  product  under  this  section  may  at  any  time  be  withdrawn  by 

12  the  registrant. 

13  REQUIREMENTS  FOR  PROTECTION  OF  PARTICIPANTS  IN 

14  DRUG  INVESTIGATIONS 

15  Sec.  130.  (a)  Informed  Consent. — (1)  As  a condition 

16  of  registration  of  a drug  product  under  section  127,  128,  or 

17  129,  and  as  a part  of  any  investigation  required  under  a drug 

18  monograph  approved  under  subpart  2,  the  Secretary  shall  re- 

19  quire  that,  except  where  not  feasible  (as  determined  in  ac- 

20  cordance  with  paragraph  (2)),  informed  consent  shall  he  ob- 

21  tained  from  each  human  participant  (or  the  participant’s  legal 

22  representative)  to  whom  a drug  product  is  dispensed  for  in- 

23  vestigational  purposes  and  from  each  human  who  participates 

24  in  the  investigation  as  a control. 


1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 


230 


114 

(2)(A)  The  obtaining  of  informed  consent  shall  be 
deemed  to  be  feasible  unless,  before  use  of  the  drug  product 
(except  as  provided  in  subparagraph  (B)),  the  investigator 
conducting  or  supervising  the  investigation  and  a practitioner 
who  is  not  otherwise  participating  in  the  investigation  both 
determine  in  writing  that — 

(i)  the  participant  is  confronted  by  a life  threaten- 
ing situation  necessitating  the  use  of  the  drug  product; 

(ii)  informed  consent  cannot  be  obtained  from  the 
participant;  and 

(iii)  time  is  not  sufficient  to  obtain  consent  from 
the  legal  representative  of  the  participant. 

(B)  In  the  event  that  immediate  use  of  the  drug  product 
is,  in  the  opinion  of  the  investigator,  required  to  preserve  the 
life  of  the  participant,  and  time  is  not  sufficient  to  obtain  the 
independent  determiriation  in  advance  of  using  the  drug  prod- 
uct, the  determinations  of  the  investigator  shall  subsequently 
be  reviewed  and  evaluated  in  writing  by  a practitioner  who  is 
not  participating  in  the  investigation. 

(b)  Institutional  Review. — The  Secretary  shall  by 
regulation  prescribe  the  conditions  under  which  investiga- 
tions conducted  under  section  127,  128,  or  129,  or  required 
under  a drug  monograph  approved  under  subpart  2,  shall  be 
reviewed  by  appropriate  institutional  review  boards  that 
comply  with  such  regulations. 
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1 (c)  Privacy. — As  a condition  of  registration  of  a drug 

2 product  under  section  127,  128,  or  129,  and  as  part  of  any 

3 investigation  required  under  a drug  monograph  approved 

4 under  subpart  2,  the  Secretary  shall  require  that  the  privacy 

5 of  human  participants,  including  the  confidentiality  of  records 

6 regarding  those  participants,  be  protected. 

7 (d)  Authority  To  Assure  Further  Protec- 

8 tions. — The  Secretary  may  by  regulation  prescribe  such 

9 further  requirements  as  the  Secretary  determines  are  appro- 

10  priate  to  protect  the  health  and  rights  of  human  participants 

11  on  investigations  conducted  or  submitted  to  the  Secretary 

12  under  section  127,  128,  or  129,  submitted  to  the  Secretary 

13  under  subpart  4,  or  conducted  under  a monograph  approved 

14  under  subpart  2. 

15  STANDARDS  FOR  SCIENTIFIC  VALIDITY  OF 

16  INVESTIGATIONS 

17  Sec.  131.  The  Secretary  may  prescribe  regulations  to 

18  assure  that  any  scientific  investigation  (including  a preclinical 

19  investigation  but  not  including  an  investigation  conducted 

20  under  a registration  under  section  127)  that  is  submitted  to 

21  the  Secretary  under  this  title  is  conducted  in  a manner  that 

22  assures  the  quality,  reliability,  and  validity  of  the  results  of 

23  the  investigation.  In  prescribing  such  regulations,  the  Secre- 

24  tary  shall  take  into  consideration  the  current  standards  and 
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practices  among  persons  sponsoring  or  conducting  such  sci- 
entific investigations. 

GUIDELINES  AND  DRUG  DEVELOPMENT  ADVICE 

Sec.  132.  (a)  Guidelines. — (1)  The  Secretary  may 
issue  written  guidelines  regarding  protocols  and  methods  for 
conducting  investigations  that  are  conducted  under  this  sub- 
part  or  that  are  intended  or  required  to  be  submitted  to  the 
Secretary  under  this  title. 

(2)(A)  Written  guidelines  issued  under  this  subsection 
shall  represent  the  formal  position  of  the  Secretary  on  the 
matters  provided  for  in  the  guidelines.  Except  as  provided  in 
subparagraph  (B),  the  Secretary  is  obligated  to  adhere  to  that 
position  until  it  is  amended  or  revoked.  A person  may  rely  on 
a written  guideline  with  assurance  that  the  procedures  or 
standards  described  in  it  are  acceptable  to  the  Secretary.  A 
person  is  not  required  to  follow  those  procedures  and  stand- 
ards and  may,  without  consulting  the  Secretary,  choose  to 
use  different  procedures  or  standards,  subject  to  evaluation 
by  the  Secretary  of  the  quality,  reliability,  and  validity  of  the 
investigation.  A guideline  on  an  investigational  procedure  in- 
dicates that  the  procedure  is  scientifically  valid,  if  properly 
conducted,  hut  does  not  indicate  approval  of  the  drug  entity 
or  drug  product  tested. 

(B)  The  Secretary  may  amend  or  revoke  a written 
guideline  issued  under  this  subsection  at  any  time  in  light  of 
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new  information  or  upon  a reevaluation  of  the  information 
available  at  the  time  the  guideline  was  issued.  Action  under- 
taken or  completed  in  conformity  with  a guideline  which  has 
been  subsequently  amended  or  revoked  shall  remain  accept- 
able to  the  Secretary  unless  the  Secretary  determines  that 
such  acceptance  would  be  inconsistent  with  the  requirements 
of  this  title.  The  Secretary  shall  issue  any  amendment  or 
revocation  under  this  paragraph  in  writing  and  shall  provide 
prompt  and  adequate  notice  of  the  change  to  persons  who 
may  be  relying  on  the  guideline  being  changed. 

(b)  Drug  Development  Advice. — Any  person  who  is 
conducting  or  intends  to  conduct  clinical  investigations  under 
section  128  may  request  that  the  Secretary  provide  advice 
regarding  the  development  of  the  drug  product  being  investi- 
gated. The  Secretary  may,  in  response  to  such  a request  and 
in  the  Secretary’s  discretion,  review  at  appropriate  times  and 
advise  in  writing  upon  one  or  more  of  the  following: 

(1)  The  overall  plan  for  investigating  the  drug 
product. 

(2)  Specific  protocols  for  investigations  of  the  drug 
product. 

(3)  The  results  of  completed  investigations. 

(4)  The  potential  acceptability  of  information  that 
may  be  submitted  in  a petition  to  issue  a monograph 
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under  subpart  2,  or  in  application  for  licensure  of  a 

drug  product  under  subpart  4. 

INFORMAL  PROCEDURES  FOR  RESOLUTION  OF  SCIENTIFIC 

DISAGREEMENTS 

Sec.  133.  The  Secretary  shall  establish  informal  and 
expeditious  procedures  for  the  review  and,  if  possible,  resolu- 
tion of  disagreements  over  the  design  or  conduct  of  an  inves- 
tigation involving  a drug  product  under  section  127,  128,  or 
129.  These  procedures  shall  not  be  in  lieu  of  the  formal  pro- 
cedures provided  in  subpart  7,  but  shall  provide  persons  un- 
dertaking drug  investigations  an  opportunity  to  confer  with 
the  Department  on  matters  affecting  their  activities  without 
the  necessity  of  resorting  to  those  procedures. 

Subpart  6 — Export  of  Drug  Entities  and  Drug  Products 
GENERAL  REQUIREMENTS 

Sec.  134.  (a)  Drug  Entities  Subject  to  Mono- 
graphs.— A drug  entity  which  is  subject  to  a monograph 
issued  under  subpart  2 may  be  exported  without  a permit 
under  this  subpart  if  all  of  the  requirements  and  conditions  of 
such  monograph  and  of  subpart  3 applicable  to  the  drug 
entity  are  met. 

(b)  Licensed  Drug  Products. — A drug  product 
which  is  licensed  under  subpart  4 may  be  exported  without  a 
permit  under  this  subpart  if  all  of  the  requirements  and  condi- 
tions of  such  license  are  met,  except  that  labeling  required 
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1 under  this  title  may  be  translated  into  the  language  specified 

2 by  the  foreign  purchaser  or  consignee. 

3 (c)  Unlicensed  Drug  Products  and  Drug  Enti- 

4 ties  Not  Subject  to  Monographs. — Any  person  who 

5 intends  to  manufacture  or  distribute  a drug  entity  or  a drug 

6 product  which  is  not  described  in  subsection  (a)  or  (b),  for  the 

7 purpose  of  export  from  the  United  States  to  any  country, 

8 shall  obtain  from  the  Secretary  under  this  subpart  a permit  to 

9 export  the  drug  entity  or  drug  product  to  that  country,  before 

10  such  export  may  occur. 

1 1 EXPORT  PERMITS 

12  Sec.  135.  (a)  Application  for  Permit. — An  appli- 

13  cation  for  an  export  permit  shall  contain  the  following  infor- 

14  mation: 

15  (1)  The  name  and  address  of  the  applicant. 

16  (2)  A description  of  the  drug  product  or  drug 

17  entity. 

18  (3)  The  name,  address,  and  registration  number  of 

19  . each  establishment  in  which  the  drug  product,  if  any, 

20  will  be  manufactured. 

21  (4)  The  name,  address,  and  registration  number  of 

22  each  establishment  in  which  the  drug  entity  will  be 

23  manufactured. 

24  (5)  The  country  of  destination  of  the  export. 
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1 (6)  Evidence  that  the  drug  product  or  drug  entity 

2 accords  to  the  specifications  of  the  foreign  purchaser  or 

3 consignee. 

4 (7)  Samples  of  the  identification  labeling  for  ship- 

5 ping  containers,  which  shall  clearly  state  that  the  con- 

6 tents  are  intended  only  for  export  from  the  United 

7 States. 

8 (8)  Certification  from  the  government  of  the  coun- 

9 try  of  destination  that  it  has  been  informed  of  the  legal 

10  status  of  the  drug  entity  or  drug  product  in  the  United 

11  States  and  that  it  does  not  disapprove  of  the  importa- 

12  tion  and  distribution  of  the  drug  entity  or  drug  product. 

13  (9)  Information  whether  the  drug  product,  or  a 

14  drug  product  containing  the  drug  entity,  is  or  has  been 

15  registered  under  subpart  5. 

16  (b)  Standards  for  Denial  of  Permit. — The  Secre- 

17  tary  shall  issue  an  export  permit  unless  the  Secretary  deter- 

18  mines  that — 

19  (1)  the  drug  entity  or  drug  product  does  not 

20  accord  to  the  specifications  of  the  foreign  purchaser  or 

21  consignee; 

22  (2)  the  identification  labeling  for  shipping  con  tain- 

23  ers  of  the  drug  entity  or  drug  product  does  not  clearly 

24  state  that  the  contents  are  intended  only  for  export 

25  from  the  United  States; 
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(3)  the  applicant  has  failed  to  provide  the  certifi- 
cation of  the  government  of  the  country  of  destination 
that,  after  having  been  informed  of  the  legal  status  of 
the  drug  entity  or  drug  product  in  the  United  States,  it 
does  not  disapprove  of  the  importation  and  distribution 
of  the  drug  entity  or  drug  product; 

(4)  based  on  the  evidence  available  to  the  Secre- 
tary, the  export  of  the  drug  entity  or  drug  product  is 
contrary  to  the  public  health;  or 

(5)  the  application  for  the  permit  contains  an 
untrue  statement  of  material  fact. 

(c)  Procedures  for  Denial  of  Permit. — (1)  The 
Secretary  shall  notify  the  applicant,  within  thirty  days  fol- 
lowing receipt  of  the  application  if  the  Secretary  determines 
that  the  export  should  be  delayed  pending  a determination 
whether  the  application  should  be  denied.  If  such  notice  is 
not  given  within  the  thirty  days,  the  permit  shall  be  deemed 
to  be  issued. 

(2)  If  notice  is  given  under  paragraph  (1),  the  applicant 
shall  not  export  the  drug  product  or  drug  entity  until  a 
permit  is  issued  by  the  Secretary.  Within  thirty  days  follow- 
ing the  notice  under  paragraph  (1),  the  Secretary  shall  either 
issue  the  permit  or  commence  formal  proceedings  to  deny  the 
permit. 
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1 (d)  Requirements  for  Exports. — As  conditions  for 

2 an  export  permit  under  this  section,  the  permit  holder  shall — 

3 (1)  assure  that  the  drug  product  or  drug  entity  is 

4 manufactured,  repacked,  relabeled,  distributed,  and 

5 held  in  accordance  with  sections  114,  115,  116,  117, 

6 146,  and  147  of  this  title; 

7 (2)  assure  that  the  drug  product  reaches  the  coun- 

8 try  of  destination  identified  in  the  permit  and  that  the 

9 drug  product  is  not  distributed  (except  for  export)  or 

10  dispensed  in  the  United  States;  and 

11  (3)  establish  and  maintain  records,  and  submit  to 

12  the  Secretary  reports,  to  enable  the  Secretary  to  deter- 

13  mine  whether  the  conditions  of  the  permit  are  being 

14  met. 

15  (e)  Revocation  of  Permit. — (1)  The  Secretary  shall 

16  revoke  an  export  permit  issued  under  this  section  if  the  Sec- 

17  retary  determines  that — 

18  (A)  the  permit  holder  has  failed  to  comply  with 

19  the  conditions  of  the  permit; 

20  (B)  the  government  of  the  country  of  destination 

21  has  disapproved  the  importation  and  distribution  of  the 

22  drug  product  or  drug  entity  within  its  country; 

23  (C)  the  continued  export  of  the  drug  product  or 
drug  entity  is  contrary  to  the  public  health;  or 
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1 (D)  the  application  for  the  permit,  or  any  report 

2 submitted  regarding  the  exports,  contained  an  untrue 

3 statement  of  material  fact. 

4 (2)  Procedures  for  the  revocation  of  an  export  permit 

5 under  this  section  are  set  forth  in  subpart  7. 

6 (f)  Suspension  of  Permit. — (1)  The  Secretary  may 

7 suspend  an  export  permit  issued  under  this  section,  pending 

8 completion  of  formal  proceedings  to  determine  whether  the 

9 permit  should  be  revoked  under  subsection  (e),  if  the  Secre- 

10  tary  determines  that  the  action  is  necessary  to  reduce  or 

11  eliminate  an  unreasonable  and  substantial  risk  of  illness  or 

12  injury. 

13  (2)  An  order  of  suspension  may  be  issued  without  regard 

14  to  the  procedures  set  forth  in  subpart  7,  shall  become  effec- 

15  tive  on  the  date  specified  in  the  order,  and  shall  remain  in 

16  effect  until  completion  of  the  proceedings  to  determine 

17  whether  the  permit  should  be  revoked  or  until  the  order  of 

18  suspension  is  withdrawn  by  the  Secretary. 

19  (3)  In  the  event  the  Secretary  suspends  a permit  under 

20  this  subsection,  proceedings  to  revoke  the  permit  shall  be 

21  commenced  under  subsection  (e)  and  completed  on  an  expe- 

22  dited  basis. 

23  (g)  Withdrawal  of  Permit. — Any  permit  holder 

24  under  this  section  may  at  any  time  withdraw  an  export 

25  permit. 
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COOPERATION  WITH  FOREIGN  GOVERNMENTS  AND 
INTERNATIONAL  ORGANIZATIONS 
Sec.  136.  The  Secretary,  in  consultation  with  the  Sec- 
retary of  State,  may  arrange  for  the  exchange  of  information 
with  health  officials  of  foreign  governments  and  international 
organizations  concerning  drug  entities  and  drug  products  and 
the  manufacture,  distribution,  investigation  and  use  of  drug 
entities  and  drug  products.  The  Secretary  may  also  provide 
for  the  training,  either  within  the  United  States  or  abroad 
(including  payment  of  the  costs  of  travel  and  per  diem),  of 
officers  or  employees  of  foreign  governments,  to  enable  those 
officers  or  employees  to  carry  out  any  function  under  section 
135,  related  to  the  consideration  by  their  governments  of  the 
importation  of  drug  entities  and  drug  products  from  the 
United  States. 

Subpart  7 — Formal  Proceedings  for  Denial  and  Revocation 
of  Licenses,  Registrations,  and  Export  Permits  for 
Drug  Products 

APPLICABILITY  OF  SUBPART 

Sec.  140.  The  procedures  in  this  subpart  govern  formal 
proceedings  for  the  denial  or  revocation  of  a drug  product 
license  under  subpart  4,  a registration  for  investigational  use 
of  a drug  product  under  subpart  5,  and  an  export  permit  for  a 
drug  product  under  subpart  6. 
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INITIATION  OF  PROCEEDINGS 

Sec.  141.  (a)  Denial  of  Application. — The  Secre- 
tary shall  commence  formal  proceedings  to  deny  an  applica- 
tion for  a drug  product  license  under  section  122,  or  to  deny 
an  application  for  registration  for  investigational  use  of  a 
drug  product  under  section  127,  128,  or  129,  or  to  deny  an 
application  for  an  export  permit  under  section  135,  by  serv- 
ing upon  the  applicant  within  the  time  specified  by  the  rele- 
vant section  an  order  to  show  cause  why  the  application 
should  not  be  denied. 

(b)  Ee vocation. — The  Secretary  shall  commence 
formal  proceeding  to  revoke  a drug  product  license  under 
section  122,  or  to  revoke  a registration  for  investigational  use 
of  a drug  product  under  section  127,  128,  or  129,  or  to 
revoke  an  export  permit  under  section  135,  by  serving  upon 
the  licensee,  registrant,  or  permit  holder  an  order  to  show 
cause  by  the  license,  registration,  or  permit  should  not  be 
revoked. 

(c)  Contents  of  an  Order  to  Show  Cause. — An 
order  to  show  cause  under  this  section  shall  contain  a state- 
ment of  the  factual  and  legal  basis  for  the  proposed  denial  or 
revocation  under  this  section  and  shall  call  upon  the  person 
upon  whom  it  is  served  to  appear  before  the  Secretary  at  a 
time  and  place  stated  in  the  order,  which  shall  not  be  less 
than  thirty  days  after  the  date  of  receipt  of  the  order  unless  a 
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1 shorter  period  of  time  is  agreed  upon  by  the  Secretary  and 

2 the  person  receiving  the  order. 

3 CONDUCT  OF  FORMAL  PROCEEDINGS 

4 Sec.  142.  Formal  proceedings  to  deny  or  revoke  a drug 

5 product  license,  a registration  for  investigational  use  of  a 

6 drug  product,  or  an  export  permit  for  a drug  product,  shall  be 

7 conducted  in  accordance  with  the  adjudication  procedures  of 

8 section  554  of  title  5 of  the  United  States  Code. 

9 JUDICIAL  REVIEW 

10  Sec.  143.  Any  person  whose  application  is  denied,  or 

11  whose  drug  product  license,  registration  for  investigational 

12  use  of  a drug  product,  or  export  permit  is  revoked  or  sus- 

13  pended  by  an  order  of  the  Secretary  under  section  122,  127, 

14  128,  129,  or  135  may  obtain  review  of  that  order  pursuant  to 

15  section  182.  The  commencement  of  proceedings  under  this 

16  section  shall  not,  unless  specifically  ordered  by  the  court  to 

17  the  contrary,  operate  as  a stay  of  an  order  by  the  Secretary 

18  revoking  or  suspending  a drug  product  license,  registration, 

19  or  export  permit. 

20  Subpart  8 — Homeopathic  Drug  Entities  and  Drug  Products 

21  GENERAL  REQUIREMENTS 

22  Sec.  144.  (a)  General  Requirements. — Any  person 

23  who  intends  to  manufacture,  or  to  import  into  the  United 

24  States,  a homeopathic  drug  entity  or  homeopathic  drug  prod- 

25  uct  shall  comply  with  the  requirements  set  forth  in  subpart  3 
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and  in  this  subpart  with  respect  to  such  drug  entity  or  drug 
product. 

(b)  Exemption  From  Other  Requirements. — 
Except  as  provided  in  subsection  (c),  any  homeopathic  drug 
entity  or  homeopathic  drug  product  which  is  manufactured, 
imported,  exported,  and  distributed  in  compliance  with  the 
requirements  set  forth  in  subpart  3 and  in  this  subpart,  and 
any  person  so  manufacturing,  importing,  exporting,  or  dis- 
tributing such  entity  or  product  in  such  compliance,  shall  be 
exempt  from  the  requirements  of  subparts  1,  2,  4,  5,  and  6 of 
this  part  and  from  subparts  2 and  3 of  part  C. 

(c)  Revocation  of  Exemption  From  Other  Re- 
quirements.— The  Secretary  may,  by  regulation,  revoke 
the  exemption  provided  in  subsection  (b)  for  a homeopathic 
drug  entity  of  homeopathic  drug  product,  and  thereafter  re- 
quire that  such  entity  or  product  meet  the  requirements  of 
subpart  1,  2,  4,  5,  or  6 of  this  part  or  subpart  2 or  3 of  part 
C,  if  the  Secretary  determines  that  the  homeopathic  drug 
entity  or  homeopathic  drug  product  presents  a risk  of  illness 
or  injury  to  persons  using  such  drug  entity  or  drug  product, 
either  from  adverse  effects  or  as  a result  of  a lack  of  effec- 
tiveness. 

HOMEOPATHIC  DRUG  ENTITIES  AND  DRUG  PRODUCTS 

Sec.  145.  (a)  Definition. — A “homeopathic  drug 
entity”  or  “homeopathic  drug  product”  means  a drug  entity 
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1 or  drug  product  which  was  recognized  in  the  official  Homeo- 

2 pathic  Pharmacopeia  on  the  date  of  enactment  of  this  title,  or 

3 any  combination  thereof,  which  is  in  compliance  with  the  re- 

4 quirements  of  subsection  (b). 

5 (b)  Requirements  Applicable  to  Homeopathic 

6 Drug  Entities  and  Homeopathic  Drug  Products. — 

7 Any  drug  entity  or  drug  product  that  is  represented  to  be  a 

8 homeopathic  drug  entity  or  homeopathic  drug  product 

9 shall — 

10  (1)  be  manufactured,  imported,  exported,  or  dis- 

11  tributed  only  in  establishments  registered  in  accordance 

12  with  section  113; 

13  (2)  comply  with  all  applicable  requirements  under 

14  section  114  through  119; 

15  (3)  meet  the  standards  and  specifications  set  forth 

16  for  such  drug  entity  or  drug  product  in  the  official  Ho- 

17  meopathic  Pharmacopeia  as  of  the  date  of  enactment  of 

18  this  title; 

19  (4)  take  the  form  of — 

20  (A)  a tincture,  aqueous  solution  or  first  tritu- 

21  ration  to  be  diluted  or  compounded  by  a homeo- 

22  pathic  practitioner  or  homeopathic  pharmacist  as 

23  an  incident  to  preparing  the  homeopathic  drug 

24  entity  or  drug  product  for  dispensing  to  a patient; 
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(B)  a subsequent  serial  dilution  of  such  tinc- 
ture, aqueous  solution,  or  first  trituration  in  a hy- 
droalcoholic solution  (containing  ethyl  alcohol)  or 
lactose,  each  stage  of  dilution  being  accompanied 
by  succession  and  (if  lactose  is  the  vehicle)  tritu- 
ration; or 

(C)  in  a finished  dosage  form  capable  of 
being  dispensed  to  a patient,  consisting  of  not 
more  than  one-tenth  of  1 per  centum  of  the  tinc- 
ture, aqueous  solution,  or  first  trituration  and  not 
less  than  99.9  per  centum  of  the  vehicle  (hydro- 
alcoholic solution  of  lactose),  or  as  otherwise 
specified  in  the  Homeopathic  Pharmacopeia;  and 

f 

(5)  bear  identification  labeling  containing  the  word 
“homeopathic”  together  with  one  of  the  following 
words:  drug,  medicine,  tablet,  dilution,  trituration,  oint- 
ment, tincture,  potency,  or  attenuation. 

Part  C — Drug  Information,  Labeling,  Promotion, 

and  Education 

Subpart  1 — General  Provisions 
GENERAL  REQUIREMENTS  FOR  ALL  LABELING 

Sec.  146.  (a)  General  Requirement. — Each  drug 
entity  and  drug  product  shall  bear  identification  labeling  in 
compliance  with  this  section  and  section  147.  Each  drug 
product  shall  be  accompanied  by  information  labeling  in  com- 
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pliance  with  this  section  and  the  applicable  requirements  of 
sections  151  and  154. 

(b)  Identification  of  Drug  Entities. — (1)  All  la- 
beling for  a drug  entity  or  a drug  product  shall  state,  to  the 
exclusion  of  any  other  nonproprietary  name  (except  the  appli- 
cable systematic  chemical  name  or  the  chemical  formula),  the 
established  name,  if  any,  of  the  drug  entity.  If  the  drug  entity 
is  a combination  of  separate  drug  entities,  the  established 
name,  if  any,  of  each  such  separate  drug  entity  shall  also  be 
stated. 

(2)  The  statement  of  all  established  names  shall  be 
printed  prominently  and,  in  the  case  of  a prescription  drug 
product,  in  type  at  least  as  large  as  that  used  for  any  propri- 
etary name  of  the  drug  product. 

(c)  Quantity  of  Drug  Entity  in  a Drug  Prod- 
uct.— All  labeling  for  a drug  product  shall  state  the  quantity 
or  concentration  of  the  drug  entity  contained  in  the  drug 
product.  If  the  drug  entity  is  a combination  of  separate  drug 
entities,  the  quantity  or  concentration  of  each  such  separate 
drug  entity  shall  also  be  stated. 

(d)  Identification  of  Certain  Components. — The 
Secretary  may  require  that  the  labeling  for  a drug  entity  or 
drug  product  state  the  name  of  any  component  that  is  con- 
tained in  the  drug  entity  or  drug  product  if  the  Secretary 
determines  that  the  presence  of  the  component  in  the  drug 
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1 entity  or  drug  product  should  be  disclosed  in  order  to  reduce 

2 or  eliminate  the  risk  of  an  adverse  effect  to  patients  from  the 

3 component. 

4 (e)  Status  as  Prescription  Drug  Product. — All 

5 labeling  for  a prescription  drug  product  shall  state  that  Fed- 

6 eral  law  prohibits  dispensing  the  drug  product  without  a pre- 

7 scription. 

8 (f)  Prominence  of  Required  Statements. — Any 

9 word,  statement,  or  other  information  required  under  this 

10  title  to  appear  on  identification  labeling,  information  labeling, 

11  or  promotion  labeling  for  a drug  product  shall  be  prominently 

12  placed  on  the  labeling  conspicuously  (compared  with  other 

13  words,  statements,  designs,  or  graphic  matter  in  the  labeling) 

14  and  in  terms  that  render  it  likely  to  be  read  and  understood 

15  by  the  ordinary  individual  who  would  reasonably  be  expected 

16  to  see  the  labeling. 

17  (g)  Prohibition  of  False  or  Misleading  State- 

18  ments. — Labeling  shall  not  be  false  or  misleading  in  any 

19  particular,  nor  contain  an  untrue  statement  of  material  fact. 

20  In  determining  whether  specific  labeling  is  misleading,  ac- 

21  count  shall  be  taken  not  only  of  representations  made  or  sug- 

22  gested  in  the  labeling  but  also  of  the  extent  to  which  the 

23  labeling  fails  to  reveal  facts  material  in  light  of  these  repre- 

24  sentations  or  material  with  respect  to  consequences  which 

25  may  result  from  the  use  of  a drug  entity  or  drug  product 
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1 under  the  conditions  of  use  set  forth  in  the  information  label- 

2 ing  for  the  drug  product  or  drug  products  containing  the  drug 

3 entity. 

4 (h)  Exemptions. — (1)  A prescription  drug  product  dis- 

5 pensed  with  identification  labeling  in  compliance  with  the  re- 

6 quirements  of  section  152  shall  be  exempt  from  the  require- 

7 ments  of  this  section  (except  subsection  (g))  and  section  147. 

8 (2)  The  Secretary  may  exempt,  in  a monograph  or  by 

9 regulation,  certain  labeling  from  the  requirements  from  this 

10  section  or  section  147  if  the  Secretary  determines  that  com- 

1 1 pliance  is  impracticable. 

12  REQUIREMENTS  FOR  IDENTIFICATION  LABELING  FOR  A 

13  DRUG  ENTITY  OR  DRUG  PRODUCT 

14  Sec.  147.  (a)  Identification  of  Licensee,  Regis- 

15  trant,  Permittee,  and  Manufacturer. — (1)  Identifica- 

16  tion  labeling  for — 

17  (A)  a drug  entity  shall  identify  (and  state  the 

18  place  of  business  of)  the  person  who  manufactured,  im- 

19  ported,  or  distributed  the  drug  entity; 

20  (B)  a licensed  drug  product  shall  identify  (and 

21  state  the  place  of  business  of)  the  person  who  holds  a 

22  license  issued  under  subpart  4 of  part  B for  the  drug 

23  product; 

24  (C)  a registered  drug  product  shall  identify  (and 

25  state  the  place  of  business  of)  the  person  who  holds  a 
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1 registration  issued  under  subpart  5 of  part  B for  the 

2 drug  product;  and 

3 (D)  a permitted  drug  product  shall  identify  (and 

4 state  the  place  of  business  of)  the  person  who  holds  an 

5 export  permit  issued  under  subpart  6 of  part  B for  the 

6 drug  product. 

7 (2)  If  a person  identified  under  paragraph  (1)  in  identifi- 

8 cation  labeling  for  a drug  product  is  also  the  manufacturer  of 

9 the  drug  product,  such  labeling  shall  state  that  fact.  If  a 

10  person  identified  under  paragraph  (1)  in  identification  labeling 

l 

11  for  a drug  product  is  not  the  manufacturer  of  the  drug  prod- 

12  uct,  the  identification  shall  also  identify  (and  state  the  place 

13  of  business  of)  the  manufacturer. 

14  (b)  Statement  of  Contents. — Identification  labeling 

15  for  a drug  entity  or  drug  product  shall  provide  an  accurate 

16  statement  of  the  quantity  of  the  contents  of  the  container  of 

17  the  drug  entity  or  drug  product  in  terms  of  weight,  measure, 

18  or  numerical  count. 

19  (c)  Storage  Instructions. — Identification  labeling 

20  for  a drug  entity  or  drug  product  shall  describe  any  necessary 

21  or  desirable  procedures  or  precautions  regarding  the  storage 

22  and  handling  of  the  drug  entity  or  drug  product  to  prevent  its 

23  deterioration. 

24  (d)  Expiration  Date. — Identification  labeling  for  a 

25  drug  entity  or  drug  product  shall  provide  an  expiration  date, 
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1 based  upon  scientifically  valid  stability  studies  appropriate  to 

2 any  storage  conditions  stated  in  the  identification  labeling, 

3 beyond  which  the  drug  entity  or  drug  product  should  not  be 

4 presumed  to  meet  the  applicable  standards  of  identity, 

* 

5 strength,  quality,  or  purity,  or  for  assuring  the  bioavailability. 

6 (e)  Control  Number. — Identification  labeling  for  a 

7 drug  entity  or  drug  product  shall  contain  a distinctive  combi- 

8 nation  of  letters,  numbers,  or  symbols  which  identifies  the 

9 lot  or  batch  in  which  the  drug  entity  or  drug  product  was 

10  manufactured. 

11  (f)  Compliance  With  Compendial  Standards. — If 

12  a drug  entity,  drug  product,  or  in  the  case  of  a drug  entity 

13  which  is  a combination  of  separate  drug  entities  any  such 

14  separate  entity,  is  recognized  in  the  United  States  Pharmaco- 

15  peia,  the  identification  labeling  of  the  drug  entity  or  drug 

16  product  shall  comply  with  any  compendial  requirements  re- 

17  garding  information  to  be  contained  in  such  labeling. 

18  NOTIFICATION  REGARDING  RISKS 

19  Sec.  148.  (a)  Authority. — The  Secretary  may  issue 

20  any  order  necessary  to  assure  that  adequate  notification  re- 

21  garding  a risk  posed  by  a drug  product  is  provided  to  all 

22  practitioners  and  pharmacists  who  prescribe  or  dispense  the 

23  drug  product,  and  to  all  other  persons  (including  manufactur- 

24  ers,  importers,  distributors,  retailers,  and  patients)  who 


251 


135 

1 should  properly  receive  the  notification  in  order  to  eliminate 

2 or  reduce  the  risk,  if  the  Secretary  determines  that — 

3 (1)  the  drug  product  presents  a substantial  risk  of 

4 illness  or  injury, 

5 (2)  notification  under  this  section  is  necessary  to 

6 eliminate  or  reduce  the  risk,  and 

7 (3)  no  more  practicable  means  is  available  under 

8 other  provisions  of  this  title  to  eliminate  or  reduce  the 

9 risk. 

10  (b)  Form  of  Notification. — An  order  under  this  sec- 

1 1 tion  shall  require  that  notification  be  provided  in  an  appropri- 

12  ate  form  by  the  persons  and  means  best  suited  under  the 

13  circumstances  involved. 

14  (c)  Persons  To  Be  Notified. — An  order  under  this 

15  section  shall  require  that  the  individuals  subject  to  the  risk 

16  with  respect  to  which  the  order  is  issued  be  included  among 

17  the  persons  to  be  notified  of  the  risk,  unless  the  Secretary 

18  determines  that  notification  to  these  individuals  would  pres- 

19  ent  a greater  danger  to  the  health  of  the  individuals  than 

20  would  no  notification. 

21  (d)  Consultations  Prior  to  Order. — Before  issu- 

22  ing  an  order  under  this  section,  the  Secretary  shall  consult 

23  with  representatives  of  persons  who  may  be  required  to  give 

24  notice  under  the  order. 
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1 EDUCATION  PROGRAMS 

2 Sec.  149.  The  Secretary  may  publish  materials,  and 

3 otherwise  disseminate  information,  for  the  public  or  for  health 

4 professionals,  regarding  the  effectiveness,  risks,  and  safety  of 

5 drug  products,  their  proper  use,  warnings  about  situations 

6 which,  in  the  opinion  of  the  Secretary,  involve  a risk  of  ill- 

7 ness  or  injury  or  deception  of  patients,  and  related  matters 

8 that  would  contribute  to  public  and  professional  under stand- 

9 ing  of  the  risks  and  benefits  of  drug  products,  would  help 

10  avoid  deception  of  patients,  or  would  otherwise  promote  the 

1 1 public  health. 

12  OFFICIAL  NAMES  FOR  DRUG  ENTITIES 

13  Sec.  150.  (a)  Authority. — The  Secretary  may,  in  ac- 

14  cordance  with  this  section,  designate  an  official  name  for  any 

15  drug  entity  if  necessary  or  desirable  in  the  interest  of  useful- 

16  ness,  simplicity,  and  ease  of  understanding. 

17  (b)  Review  of  Official  Names. — The  Secretary 

18  shall  periodically  review  the  official  titles  by  which  drug  enti- 

19  ties  are  identified  in  the  United  States  Pharmacopeia  to  de- 

20  termine  whether  revision  of  any  of  those  titles  is  necessary  or 

21  desirable  in  the  interest  of  usefulness,  simplicity,  and  ease  of 

22  understanding. 

23  (c)  Recommendations  of  Compendial  Offi- 

24  cials. — If  a drug  entity  is  recognized  in  the  United  States 

25  Pharmacopeia,  the  Secretary  shall  request  in  writing  that  the 
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1 compiler  of  that  compendium  recommend  a single  official 

2 name  for  that  drug  entity,  if  the  Secretary  determines  that — 

3 (1)  any  official  title  is  unduly  complex  or  is  not 

4 useful  for  any  other  reason, 

5 (2)  two  or  more  names  or  titles  have  been  applied 

6 to  a single  drug  entity,  or  to  two  or  more  drug  entities 

7 which  are  identical  in  chemical  structure  and  pharma- 

8 cological  action  and  which  are  substantially  identical  in 

9 strength,  quality,  and  purity,  or 

10  (3)  no  official  title  has  been  applied  to  a drug 

11  entity  subject  to  a monograph  or  a petition  for  a mono- 

12  graph  under  subpart  2 of  part  B. 

13  (d)  Designation  of  Official  Name. — If  a single  of- 

14  ficial  name  recommended  by  the  compendial  official  under 

15  subsection  (c)  is  useful,  simple,  and  easy  to  understand,  the 

16  Secretary  shall  designate  that  name  as  the  official  name  of 

17  the  drug  entity.  If  a single  official  name  has  not  been  recom- 

18  mended  within  one  hundred  and  eighty  days  after  a request 

19  under  subsection  (c),  or  if  the  Secretary  determines  that  the 

20  name  recommended  is  not  useful,  simple,  and  easy  to  under- 

21  stand,  the  Secretary  shall  by  regulation  designate  a single 

22  official  name  for  drug  entity.  The  Secretary  shall  not  estab- 

23  lish  an  official  name  that  would  infringe  upon  a valid  trade- 

24  mark. 
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(e)  Publication  of  Lists  of  Official  Names. — 
The  Secretary  shall  from  time  to  time  compile,  publish,  and 
distribute  a list  of  all  official  names  of  drug  entities  designat- 
ed under  this  section  and  shall  include  descriptive  and  ex- 
planatory matter  for  the  effective  use  of  those  names. 

Subpart  2 — Information  for  Patients 
REQUIREMENTS  FOR  PATIENT  INFORMATION  LABELING 

Sec.  151.  (a)  Requirement  for  Nonprescription 
Drug  Products. — The  Secretary  shall  require,  as  a condi- 
tion of  initial  or  continued  licensure  of  a nonprescription  drug 
product,  that  a person  who  obtains  or  holds  a license  for  such 
a product  shall  prepare,  in  compliance  with  subsection  (c), 
information  labeling  for  patients  respecting  the  product  and 
shall  distribute  such  labeling  to  accompany  the  product. 

(b)  Requirement  for  Prescription  Drug  Prod- 
ucts.— (1)  The  Secretary  shall  require,  as  a condition  of  ini- 
tial or  continued  licensure  of  a prescription  drug  product,  that 
a person  obtaining  or  holding  a license  for  the  drug  product 
shall  prepare,  in  compliance  with  subsection  (c),  information 
labeling  for  patients  respecting  the  product  and  shall  distrib- 
ute such  labeling  to  accompany  the  product,  unless  the  Sec- 
retary determines  that  such  labeling,  or  any  portion  thereof, 
as  applied  to  the  drug  product  or  to  a particular  circumstance 
of  administration  of  the  drug  product,  is  not  necessary  to  pro- 
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1 tect  the  public  health  or  to  promote  the  safe  and  effective  use 

2 of  the  drug  product  by  patients. 

3 (2)  The  monograph  for  a drug  entity  under  which  a pre- 

4 scription  drug  product  is  eligible  for  licensure  shall  state 

5 whether  information  labeling  for  patients  is  required  in  ac- 

6 cordance  with  this  subsection. 

7 (c)  Contents. — Information  labeling  for  patients  for  a 

8 drug  product  shall  contain  the  following  information: 

9 (1)  Adequate  directions  for  use,  including — 

10  (A)  the  purposes  or  indications  for  which  the 

11  drug  product  is  intended, 

12  (B)  the  proper  method  of  administration  of 

13  the  drug  product, 

14  (C)  precautions  to  be  taken  during  the  use  of 

15  the  drug  product,  and  significant  side  effects  and 

16  adverse  reactions  that  may  result  from  the  use  of 

17  the  drug  product,  as  well  as  instructions  for  treat- 

18  ing  or  obtaining  treatment  for  these  effects  and 

19  reactions,  and 

20  (D)  warnings  against  unsafe  use  of  the  drug 

21  product. 

22  (2)  The  proper  storage  and  handling  of  the  drug 

23  product. 

24  (3)  Any  other  information  that  the  Secretary  de- 

25  termines  necessary  to  protect  the  public  health  or  to 
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promote  the  safe  and  effective  use  of  the  drug  product 

by  patients. 

(d)  Exceptions  to  Requirements  for  Prescrip- 
tion Drug  Products. — (1)  A practitioner  may  direct,  in  a 
prescription  for  a prescription  drug  product,  that  the  informa- 
tion labeling  for  patients  for  such  drug  product  required  under 
subsection  (b)  not  be  provided  with  the  drug  product  when 
dispensed  to  the  patient  for  whom  the  prescription  is  given, 
unless  the  Secretary  determines  that,  in  light  of  the  circum- 
stances relating  to  the  nature,  use,  or  method  of  administra- 
tion of  such  drug  product,  such  labeling  is  necessary  to 
assure  the  opportunity  for  an  informed  decision  by  a patient 
regarding  whether  to  use  the  drug  product. 

(2)  The  monograph  for  a drug  entity  under  which  a pre- 
scription drug  product  is  eligible  for  licensure  shall  state 
whether  a practitioner  may  direct  that  patient  information 
labeling  not  be  provided  to  an  individual  patient. 

(e)  Consultations  on  Patient  Information  La- 
beling for  Prescription  Drug  Products. — The  Secre- 
tary shall  consult  with  representatives  of  patients,  health 
care  providers,  licensees  of  drug  products,  and  other  interest- 
ed persons  on  the  implementation  of  subsections  (b)  and  (d) 
generally  and  with  reference  to  patient  information  labeling 
for  specific  prescription  drug  products. 
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REQUIREMENTS  FOR  DRUG  PRODUCTS  DISPENSED  ON 

PRESCRIPTION 

Sec.  152.  (a)  Kequirements. — A prescription  drug 
product  shall  be  dispensed  in  accordance  with  the  following 
requirements: 

(1)  The  drug  product  may  be  dispensed  only — 

(A)  by  a practitioner  or  an  agent  of  a practi- 
tioner, or 

(B)  by  a pharmacist  upon  the  prescription  of 
a practitioner. 

(2)  A prescription  shall  either  be  in  writing  and 
signed  by  the  practitioner  or  be  transmitted  orally  by 
the  practitioner  to  a pharmacist  and  promptly  reduced 
to  writing  by  the  pharmacist. 

(3)  When  dispensed  by  a pharmacist,  the  drug 
product  shall  bear  identification  labeling  containing — 

(A)  the  name  and  address  of  the  pharmacy  or 
hospital  from  which  the  drug  product  was  dis- 
pensed; 

(B)  the  serial  number  and  date  of  the  pre- 
scription; 

(C)  the  name  of  the  practitioner  who  pre- 
scribed the  drug; 

(D)  the  name  of  the  patient; 
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(E)  unless  directed  by  the  practitioner  that 
the  identification  labeling  not  contain  this,  the  es- 
tablished name  of  the  drug  entity  contained  in  the 
drug  product  and  the  strength  of  the  drug  prod- 
uct; 

(F)  an  expiration  date,  if  known,  beyond 
which  the  drug  product  should  not  be  presumed  to 
meet  applicable  standards  of  identity,  strength, 
quality,  or  purity  or  for  assuring  bioavailability; 
and 

(G)  if  stated  in  the  prescription,  directions  for 
administering  the  drug  product  and  cautionary 
statements. 

(4)  When  dispensed  by  a practitioner  or  an  agent 
of  a practitioner  (except  when  immediately  adminis- 
tered to  a patient),  the  drug  product  shall  bear  identifi- 
cation labeling  containing — 

(A)  the  name  and  address  of  the  practitioner; 

(B)  the  name  of  the  patient; 

(C)  unless  the  practitioner  determines  that 
the  identification  labeling  not  contain  this,  the  es- 
tablished name  of  the  drug  entity  contained  in  the 
drug  product  and  the  strength  of  the  drug  prod- 
uct; and 
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(D)  an  expiration  date,  if  known,  beyond 
which  the  drug  product  may  not  be  presumed  to 
meet  applicable  standards  of  identity,  strength, 
quality,  or  purity  or  for  assuring  bioavailability. 

(5)  The  drug  product,  when  dispensed  shall — 

(A)  bear  information  labeling  for  the  patient 
when  required  under  section  151,  and 

(B)  be  packaged  in  compliance  with  any  ap- 
plicable requirements  under  section  117. 

(b)  Exemptions. — (1)  The  Secretary  may  exempt  a 
drug  product  from  the  requirements  of  subsection  (a)(3)(E)  or 
(4)(C)  if  the  Secretary  determines  that  compliance  is  imprac- 
ticable. 

(2)  A drug  product  dispensed  with  identification  labeling 
in  compliance  with  this  section  shall  be  exempt  from  the  re- 
quirements of  sections  146  (except  subsection  (g))  and  147. 

(c)  Savings  Provision. — Nothing  in  this  section  shall 
be  construed  to  relieve  any  person  from  any  requirement  pre- 
scribed by  or  under  the  Controlled  Substances  Act. 

POSTING  OF  PRESCRIPTION  DRUG  PRODUCT  PRICES 

Sec.  153.  (a)  In  General. — The  Secretary  may,  in 
accordance  with  regulations  issued  by  the  Secretary  after 
consultation  with  the  Chairman  of  the  Federal  Trade  Com- 
mission, require  a pharmacy,  practitioner,  or  other  person 
who  is  engaged  in  the  practice  of  dispensing  any  prescription 
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1 drug  product,  to  post,  in  the  form  and  manner  set  forth  in 

2 such  regulations,  the  prices  of  those  prescription  drug  prod- 

* 

3 ucts  which  are  designated  by  the  Secretary  and  dispensed  by 

4 that  pharmacy,  practitioner,  or  other  person. 

5 (b)  Preemption. — No  State  or  political  subdivision  of 

6 a State  may  enact  or  enforce  any  law  or  regulation  which 

7 prohibits  or  burdens  the  truthful  posting  or  advertising  of  pre- 

8 scription  drug  prices. 

9 Subpart  3 — Information  for  Practitioners 

10  REQUIREMENTS  FOR  PRACTITIONER  INFORMATION 

1 1 LABELING 

12  Sec.  154.  (a)  Directions  for  Use. — Information  la- 

c 

13  beling  for  a drug  product  intended  to  provide  information  to 

14  practitioners  shall  contain  adequate  directions  and  other  in- 

15  formation  for  use  of  the  drug  product,  including  a description 

16  of  the  drug  entity  contained  in  the  drug  product  and  informa- 

17  tion  regarding  indications,  clinical  pharmacology,  dosage,  and 

18  administration,  and  any  relevant  contraindications  to  use, 

19  warnings,  precautions,  and  side  effects,  to  permit  the  safe 

20  and  effective  prescribing  or  dispensing  of  the  drug  product  by 

21  a practitioner. 

22  (b)  Identification  of  Licensee,  Registrant,  Per- 

23  mittee,  and  Manufacturer. — (1)  Information  labeling 

24  for — 
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(A)  a licensed  drug  product  shall  identify  (and 
state  the  place  of  business  of)  the  person  who  holds  a 
license  issued  under  subpart  4 of  part  B for  the  drug 
product; 

(B)  a registered  drug  product  shall  identify  (and 
state  the  place  of  business  of)  the  person  who  holds  a 
registration  issued  under  subpart  5 of  part  B for  the 
drug  product;  and 

(C)  a permitted  drug  product  shall  identify  (and 
state  the  place  of  business  of)  the  person  who  holds  an 
export  permit  issued  under  subpart  6 of  part  B for  the 
drug  product. 

(2)  If  a person  identified  under  paragraph  (1)  in  informa- 
tion labeling  for  a drug  product  is  also  the  manufacturer  of 
the  drug  product,  such  labeling  shall  state  that  fact.  If  a 
person  identified  under  paragraph  (1)  in  information  labeling 
for  a drug  product  is  not  the  manufacturer  of  the  drug  prod- 
uct, the  identification  shall  also  identify  (and  state  the  place 
of  business  of)  the  manufacturer.  If  more  than  one  manufac- 
turer manufactures  a single  licensed  drug  product  or  a regis- 
tered drug  product,  the  information  labeling  for  the  product 
shall  identify  (and  state  the  place  of  business  of)  each  such 
manufacturer. 
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1 FEDERAL  DRUG  COMPENDIUM 

2 Sec.  155.  (a)  In  General. — (1)  The  Secretary  shall, 

3 in  accordance  with  this  section,  prepare  and  publish,  in  a 

4 form  as  convenient,  readable,  and  practical  as  is  feasible  for 

5 its  intended  use  and  under  a distinct  and  suitable  name,  a 

6 compendium  of  all  prescription  drug  products  eligible  to  be 

7 licensed  under  monographs  issued  under  subpart  2 of  part  B. 

8 The  Secretary  shall  distribute  such  compendium  to  all  practi- 

9 tioners  and  make  such  other  distribution  of  the  compendium 

10  as  in  the  Secretary’s  judgment  is  appropriate. 

11  (2)  The  Secretary  shall  from  time  to  time  revise  such 

12  compendium,  or  issue  supplements  thereto,  so  as  to  maintain, 

13  insofar  as  practicable,  the  currency  of  the  contents  thereof, 

14  and  shall  publish  and  distribute  such  revisions  in  accordance 

15  with  paragraph  (1). 

16  (b)  Compendium  Contents. — Drug  products  shall  be 

17  arranged  in  the  compendium  by  diagnostic  and  therapeutic 

18  categories  and  within  each  such  category  drug  products  shall 

19  be  listed  by  their  established  names.  In  the  beginning  of  each 

20  category  there  shall  be  a general  discussion  of  the  nature  of 

2 1 each  of  the  drug  products  listed  in  the  category.  The  compen- 

22  dium  shall  provide  for  each  drug  product  listed  in  it  the 

23  guideline  for  information  labeling  provided  by  the  Secretary 

24  as  an  appendix  to  the  monograph  under  which  the  product  is 

25  eligible  to  be  licensed.  The  Secretary  may  include  such  addi- 
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1 tional  relevant  information  that  the  Secretary  determines 

2 would  promote  proper  use  of  such  drug  products. 

3 (2)  The  Secretary  shall  include  in  the  compendium,  or  in 

4 a supplement  thereto,  the  proprietary  names  or  designations 

5 of  drug  products  containing  a drug  entity  listed  in  the  com- 

6 pendium  which  are  available  and  the  names  of  suppliers  from 

7 whom  drug  products  that  are  listed  may  be  obtained. 

8 Subpart  4 — Promotion  of  Drug  Products 

9 REQUIREMENTS  FOR  PROMOTION  LABELING  FOR 

10  PRESCRIPTION  DRUG  PRODUCTS 

11  Sec.  156.  (a)  Kequired  Contents. — For  any  pre- 

12  scription  drug  product,  promotion  labeling  issued  by  or  on 

13  behalf  of  the  licensee  of  the  drug  product  under  subpart  4 of 

14  part  B,  or  any  other  person  under  whose  proprietary  name 

15  the  drug  product  is  being  distributed,  shall  contain,  in  addi- 

16  tion  to  the  information  required  under  section  146 — 

17  (1)  Information  relating  to  the  side  effects,  contra- 

18  indications,  and  effectiveness  of  the  drug  product,  and 

19  (2)  any  other  information  relating  to  the  use  of 

20  the  drug  product  that  the  Secretary  determines  neces- 

21  sary  or  desirable  to  assure  an  adequate  and  balanced 

22  presentation  of  the  benefits  and  risks  of  the  drug 

23  product. 

24  (b)  Prohibited  Materials. — For  any  prescription 

25  drug  product,  no  promotional  labeling  issued  by  or  on  behalf 
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1 of  the  licensee  of  the  drug  product  under  subpart  4 of  part  B, 

2 or  any  other  person  under  whose  proprietary  name  the  drug 

3 product  is  being  distributed,  shall  contain  indications  for  use, 

4 comparisons  with  other  drug  products,  or  dosage  recommen- 

5 dations  that  are  not  contained  in  the  information  labeling  of 

6 such  drug  product. 

7 (c)  Review  of  Promotion  Labeling. — The  Secre- 

8 tary  may  require  that  promotion  labeling  subject  to  this  sec- 

9 tion  be  submitted  to  and  approved  by  the  Secretary  prior  to 

10  its  dissemination — 

11  (1)  at  the  time  a drug  product  is  initially  licensed 

12  under  a monograph; 

13  (2)  after  finding  that  other  promotional  labeling 

14  for  the  drug  product  does  not  comply  with  the  require- 

15  ments  of  this  section,  or  section  146;  or 

16  (3)  at  any  time  for  any  drug  that  is  scheduled 

17  under  the  Controlled  Substances  Act. 

18  (d)  Exemption  for  Price  Information. — The  re- 

19  quirements  of  subsections  (a),  (b),  and  (c)  that  are  in  addition 

20  to  the  requirements  of  section  146  shall  not  apply  to  promo- 

21  tion  labeling  that  conveys  only  information  related  to  prices 

22  for  prescription  drug  products,  including  information  related 

23  to  the  availability  of,  and  comparative  prices  for,  two  or  more 

24  drug  products  licensed  under  a single  monograph. 
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1 (e)  Exemption  From  Federal  Trade  Commission 

2 Act. — No  promotion  labeling  subject  to  this  section  shall, 

3 with  respect  to  the  matters  require  pursuant  to  this  section, 

4 be  subject  to  the  provisions  of  sections  12  through  17  of  the 

5 Federal  Trade  Commission  Act. 

6 CORRECTIVE  PROMOTION  LABELING 

7 Sec.  157.  The  Secretary  may  require  that  adequate  no- 

8 tification  of  complete  and  accurate  information  regarding  a 

9 prescription  drug  product  be  provided  to  persons  who  are 

10  likely  to  have  read,  seen,  or  heard  any  promotion  labeling 

11  that  the  Secretary  has  found  to  be  in  violation  of  section  156 

12  and  who  should  properly  receive  information  identifying  and 

13  correcting  the  inaccurate  or  incomplete  statements  made  in 

14  that  labeling. 

15  DRUG  PRODUCT  PROMOTION  REQUIREMENTS 

16  Sec.  158.  (a)  Gifts. — (1)  Except  as  provided  in  para- 

17  graph  (2),  no  person  licensed  under  subpart  4 of  part  B for  a 

18  drug  product  or  under  whose  proprietary  name  the  drug 

19  product  is  being  distributed,  and  no  other  person  acting  on 

20  behalf  of  such  licensee  or  distributor,  may  directly  or  indirect- 

21  ly  provide  (or  cause  to  be  provided)  any  service  for,  or  trans- 

22  fer  (or  cause  to  be  transferred)  any  article  to — 

23  (A)  any  practitioner,  nurse,  pharmacist,  or  other 

24  individual  engaged  in  the  delivery  of  health  care, 
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1 (B)  any  student  in  a school  of  medicine,  osteop- 

2 athy,  dentistry,  nursing,  or  pharmacy, 

3 (C)  any  member  of  the  immediate  family  of  an  in- 

4 dividual  described  in  subparagraph  (A)  or  (B),  or 

5 (D)  any  other  person  if  such  service  was  provided 

6 or  such  article  was  transferred  (or  caused  to  be  pro- 

7 vided  or  transferred)  with  the  intent  to  influence  any 

8 person  to  purchase,  prescribe,  or  dispense  such  drug 

9 product, 

10  if  the  retail  value  of  such  service  or  article,  at  the  time  the 

11  service  was  provided  or  the  article  transferred,  was  at  least 

12  $5,  and  if  no  charge  was  made  for  the  provision  of  the  service 

13  or  the  transfer  of  the  article  or  a charge  was  made  but  was 

14  less  than  the  retail  value  of  such  service  or  article. 

15  (2)  Paragraph  (1)  does  not  apply  to  (A)  the  provision  or 

16  transfer  of  information,  labeling,  or  educational  services  or 
17'  materials,  or  (B)  the  distribution  of  a drug  product  in  compli- 

18  ance  with  subsection  (b)  (2). 

19  (b)  Free  Drug  Products. — (1)  Except  as  provided  in 

20  paragraph  (2),  no  person  who  holds  a license  issued  under 

2 1 subpart  4 of  part  B for  a prescription  drug  product,  or  under 

22  whose  proprietary  name  the  prescription  drug  product  is 

23  being  distributed,  and  no  other  person  acting  on  behalf  of 

24  such  licensee  or  distributor,  may  distribute  a prescription 

25  drug  product  without  charge  (or  at  a charge  below  the  retail 
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1 value  of  such  drug  product)  to  any  person,  either  by  direct 

2 distribution  of  the  drug  product  or  by  other  means  by  which 

3 the  drug  product  becomes  available  to  any  person  without 

4 charge  (or  at  a charge  below  the  retail  value  of  such  drug 

5 product). 

6 (2)  Paragraph  (1)  does  not  prohibit  the  distribution  of  a 

7 prescription  drug  product — 

8 (A)  to  a pharmacy  or  hospital  at  a charge  which 

9 is  less  than  the  retail  value  of  such  drug  product, 

10  (B)  to  a person  engaged  in  the  distribution  of  pre- 

11  scription  drug  products  at  wholesale  at  a charge  which 

12  is  less  than  the  retail  value  of  such  drug  product, 

13  (C)  to  a person  for  use  in  an  investigation  author- 

14  ized  or  required  by  this  title, 

15  (D)  to  a charitable  organization,  in  accordance 

16  with  regulations  promulgated  by  the  Secretary, 

17  (E)  to  an  agency  of  the  Federal  Government,  or  a 

18  government  of  any  State  or  political  subdivision  of  a 

19  State,  of  a government  of  a foreign  country,  or  of  the 

20  United  Nations,  or 

21  (F)  in  an  emergency  situation  as  determined  by 

22  the  Secretary. 

23  (3)  This  subsection  shall  not  apply  to  the  dispensing  of  a 

24  prescription  drug  product  without  charge  or  at  a charge 

25  below  the  retail  value  of  such  drug  product. 
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1 (c)  Sponsorship  of  Educational  Activities. — A 

2 person  who  holds  a license  issued  under  subpart  4 of  part  B 

3 for  a drug  product,  or  under  whose  proprietary  name  the 

4 drug  product  is  being  distributed,  or  any  person  acting  on 

5 behalf  of  such  a licensee  or  distributor,  may  provide  medical 

6 and  scientific  educational  materials  (other  than  labeling),  or 

7 sponsor  medical  and  scientific  educational  programs  and  ac- 

8 tivities  relating  to  such  drug  product,  only  if,  in  accordance 

9 with  regulations  prescribed  by  the  Secretary,  it  is  disclosed  to 

10  those  who  receive  such  materials  or  participate  in  such  pro- 

11  grams  or  activities  that  the  materials  are  being  provided  or 

12  the  programs  or  activities  are  being  sponsored  by  or  on 

13  behalf  of  the  licensee  or  distributor  of  such  drug  product. 

14  RESTRICTIONS  ON  SURVEYS  OF  PRESCRIPTIONS 

15  Sec.  159.  (a)  General  Rule. — No  pharmacist  or 

16  agent  or  employee  of  a pharmacist  may  disclose  or  otherwise 

17  make  available  any  written  prescription,  any  written  evi- 

18  dence  of  an  oral  prescription,  or  any  information  contained  in 

19  a prescription  or  in  such  evidence  (hereinafter  in  this  section 

20  collectively  referred  to  as  “information”)  to  any  person 

21  except — 

22  (1)  the  practitioner  who  issued  the  prescription, 

23  (2)  the  patient  for  whom  the  prescription  was 

24  issued,  or  to  the  agent  of  such  patient, 
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1 (3)  another  pharmacist  for  the  purpose  of  filling  or 

2 refilling  the  prescription, 

3 (4)  an  officer  or  employee  of  the  United  States  or 

4 any  State,  but  only  if  the  information  is  disclosed  or 

5 made  available  to  such  officer  or  employee  for  the  per- 

6 formance  of  official  business, 

7 (5)  a person  for  the  purpose  of  verifying  an  enti- 

8 tlement  to  payment  foi  the  drug  product  which  was 

9 the  subject  of  such  prescription,  hut  only  if  the  individ- 

10  ual  for  whom  the  prescription  was  issued  has  consent- 

11  ed  (in  such  form  and  manner  as  the  Secretary  shall  by 

12  regulation  prescribe)  to  the  disclosure  or  making  avail- 

13  able  of  the  information, 

14  (6)  pursuant  to  a lawful  order  of  a court,  or 

15  (7)  a person  who,  under  regulations  promulgated 

16  by  the  Secretary,  is  authorized  to  receive  the  informa- 

17  tion,  but  only  if  such  person  does  not  copy  or  other- 

18  wise  remove  from  the  information  the  name  of  the  phy- 

19  sician  who  issued  the  prescription  or  the  name  of  (and 

20  any  other  information  which  may  be  used  to  identify) 

21  the  patient  for  whom  the  prescription  was  issued. 

22  (b)  Subsequent  Disclosures.— -Information  which  is 

23  disclosed  or  otherwise  made  available,  as  authorized  by  sub- 

24  section  (a),  to  a person  may  be  further  disclosed  or  otherwise 
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1 made  available  by  such  person  subject  to  the  following 

2 conditions: 

3 (1)  A practitioner  may  not  disclose  or  otherwise 

4 make  available  the  name  of  (or  other  information  which 

5 may  be  used  to  identify)  the  patient  for  whom  such 

6 prescription  was  issued  without  the  consent  of  such 

7 individual. 

8 (2)  An  officer  or  employee  described  in  paragraph 

9 (4)  of  subsection  (a)  may  disclose  or  otherwise  make 

10  such  information  available  only  in  the  performance  of 

11  official  duties. 

12  (3)  A person  described  in  paragraph  (5)  of  such 

13  subsection  may  disclose  or  otherwise  make  such  infor- 

14  mation  available  only  for  the  purposes  for  which  it  was 

15  originally  received  by  such  person. 

16  (c)  Prohibition  Against  Obtaining  Protected 

17  Information. — No  person  who  holds  a license  issued  under 

18  subpart  4 of  part  B for  a drug  product,  or  under  whose  pro- 

19  prietary  name  the  drug  product  is  being  distributed,  and  no 

20  person  acting  on  behalf  of  such  licensee  or  distributor  may 

21  obtain  or  attempt  to  obtain  any  information  which  under  sub- 

22  section  (a)  may  not  be  disclosed  or  otherwise  made  available 

23  to  such  entity  or  person. 


1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 


271 


155 

REQUIREMENTS  FOR  DETAILING  OF  DRUG  PRODUCTS 
Sec.  160.  Each  employee  or  agent  of  a person  who 
holds  a license  issued  under  subpart  4 of  part  B for  a drug 
product,  or  under  whose  proprietary  name  the  drug  product 
is  being  distributed,  and  any  other  person  acting  on  behalf  of 
such  licensee  or  distributor,  shall,  when  promoting  or  other- 
wise giving  information  respecting  such  drug  product  in  a 
personal  visit  to  a practitioner,  provide  the  practitioner  with 
the  information  labeling  of  such  drug  product. 

Part  D — Prohibited  Acts  and  Penalties  % 

PROHIBITED  ACTS 

Sec.  161.  The  following  acts  and  the  causing  thereof 
are  prohibited: 

(1)  The  manufacture  in,  importation  (or  attempted 
importation)  into,  export  (or  attempted  export)  from,  or 
distribution  within  the  United  States,  or  holding  within 
the  United  States  for  export  or  distribution,  of  a drug 
product,  except  that  this  paragraph  shall  not  apply  to  a 
drug  product  which  is — 

(A)  licensed  under  subpart  4,  registered 
under  subpart  5,  or  subject  to  an  export  permit 
under  subpart  6,  of  part  B; 

(B)  if  licensed  under  subpart  4 of  part  B, 
complies  with  the  conditions  of  licensure  under 
section  122(e); 
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(C)  if  registered  under  subpart  5 of  part  B, 
complies  with  the  applicable  conditions  of  regis- 
tration under  section  127(f),  128(f),  or  129(f);  or 

(D)  if  subject  to  an  export  permit  under  sub- 
part 6 of  part  B,  complies  with  the  conditions  for 

. the  permit  under  section  135(d). 

(2)  The  manufacture  in,  importation  (or  attempted 
importation)  into,  export  (or  attempted  export)  from,  or 
distribution  within  the  United  States,  or  the  holding 
within  the  United  States  for  export,  distribution,  or 
further  manufacture,  of  a drug  entity  or  drug  product, 
except  that  this  paragraph  shall  not  apply  to  a drug 
entity  or  drug  product  which  is  manufactured,  import- 
ed, exported,  or  distributed — 

(A)  in  compliance  with  section  105(b); 

(B)  in  an  establishment  registered  under  sec- 
tion 113;  and 

(C)  in  compliance  with  the  requirements  of 
sections  146  and  147  and  114  through  118. 

(3)  The  failure  or  refusal  of  any  person  (other 
than  a practitioner  or  pharmacist  when  acting  in  that 
capacity) — 

(A)  who  holds  a drug  product  license  under 
subpart  4 of  part  B to  comply  with  any  condition 
of  licensure  under  section  122(e); 


1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 


273 


157 

(B)  who  holds  a registration  for  investiga- 
tional use  of  a drug  product  under  subpart  5 of 
part  B to  comply  with  any  applicable  condition  of 
registration  under  section  127(f),  128(f),  or  129(f); 

(C)  who  holds  an  export  permit  for  a drug 
product  under  subpart  6 of  part  B to  comply  with 
any  condition  under  section  135(d); 

(D)  to  comply  with  any  condition  imposed 
under  section  108(e); 

(E)  to  register  an  establishment  as  required 
under  section  113; 

(F)  to  conduct  an  investigation  without  com- 
plying with  the  requirements  of  section  126; 

(G)  to  notify  designated  persons  of  a risk 
under  section  148;  or 

(H)  to  comply  with  a lawful  administrative 
embargo  order  issued  under  section  165(i); 

(I)  to  permit  entry  or  inspection  authorized 
under  section  175  or  during  such  an  inspection  to 
permit  access  to  or  copying  of  any  record  required 
under  this  title,  or  verification  of  any  report  sub- 
mitted to  the  Secretary  under  this  title. 

(4)  The  making  of  any  untrue  statement  of  mate- 
rial fact  in  any  petition,  application,  report,  or  other 
document  submitted  to  the  Secretary,  or  in  any  record 
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required  under  this  title,  including  the  making  of  such 
statement  by  a person  who  did  not  submit  the  state- 
ment to  the  Secretary  but  had  reason  to  believe  that 
such  statement  might  be  so  submitted. 

(5) (A)  The  forgery,  counterfeiting,  simulation,  or 
false  representation,  or  other  use  without  proper  au- 
thority, of  any  identification  labeling  or  other  identifica- 
tion device  authorized  or  required  under  this  title. 

(B)  The  manufacture,  distribution,  or  possession  of 
any  punch,  die,  plate,  stone,  or  other  article  used  or 
designed  to  print,  imprint,  or  reproduce  the  trademark, 
proprietary  or  trade  name,  or  other  identifying  mark, 
imprint,  or  device  or  any  likeness  thereof,  of  a drug 
product  upon  any  drug  product,  or  any  container  or  la- 
beling of  a drug  product,  so  as  to  render  the  drug 
product  to  be  a counterfeit  drug  product. 

(C)  The  doing  of  any  act  which  causes  a drug 
product  to  be  a counterfeit  drug  product. 

(D)  The  manufacture,  distribution  or  dispensing, 
or  the  possession  for  distribution  or  dispensing,  of  a 
counterfeit  drug  product. 

(6) (A)  The  giving  of  a guaranty  or  undertaking  re- 
ferred to  in  section  162(c)(2),  which  guaranty  or  under- 
taking is  false,  except  by  a person  who  relied  upon  a 
guaranty  or  undertaking  to  the  same  effect  signed  by, 
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and  containing  the  name  and  address  of,  the  person  re- 
siding in  the  United  States  from  whom  he  received  in 
good  faith  the  drug  entity  or  drug  product;  or 

(B)  The  giving  of  a guaranty  or  undertaking  re- 
ferred to  in  section  162(c)(3),  which  guaranty  or  under- 
taking is  false. 

(7)  The  disclosure  by  any  person  of  information 
obtained  by  such  person  under  the  provisions  of  section 
lll(j),  159(a),  or  180(b)  in  violation  of  the  restrictions 
set  forth  in  those  respective  sections. 

(8)  The  failure  or  refusal  of  any  practitioner  or 
pharmacist  when  acting  in  that  capacity — 

(A)  to  comply  with  any  condition  imposed 
under  section  108(e); 

(B)  to  comply  with  any  requirement  under 
subpart  5 of  part  B regarding  the  investigational 
use  of  drug  products; 

(C)  to  notify  designated  persons  of  a risk 
under  section  148; 

(D)  to  comply  with  any  requirement  under 
section  152  regarding  drug  products  dispensed  on 
prescription; 

(E)  to  comply  with  requirements  regarding 
disclosure  of  information  under  section  159; 
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1 (F)  to  comply  with  a lawful  administrative 

2 embargo  order  issued  under  section  165(i); 

3 (G)  to  permit  an  entry  or  inspection  author- 

4 ized  under  section  175  or  access  to  or  copying  of 

5 any  record  or  verification  of  any  report  required 

6 under  this  title,  during  such  an  inspection. 

7 CRIMINAL  PENALTIES 

8 Sec.  162.  (a)  Misdemeanor. — If  any  person  violates  a 

9 provision  of  section  161  (other  than  section  161(8))  as  a 

10  result  of  negligence  of  that  person,  the  person,  if  an  individu- 

1 1 al,  shall  be  imprisoned  for  not  more  that  one  year  or  fined  not 

12  more  than  $25,000,  or  both,  or  if  other  than  an  individual, 

13  shall  be  fined  not  more  than  $50,000.  As  used  in  this  section, 

14  the  term  “negligence”  means  acting  without  the  care,  skill, 

15  prudence,  or  diligence,  under  the  circumstances  then  prevail- 

16  ing,  that  a prudent  person  would  use  if  acting  in  a like  capac- 

17  ity  and  familiar  with  the  matters  with  which  a prudent 

18  person  in  like  capacity  would  be  familiar. 

19  (b)  Felony. — Notwithstanding  subsection  (a)  of  this 

20  section,  if  any  person  violates  a provision  of  section  161 

21  (other  than  section  161(8)),  as  a result  of  negligence  of  that 

22  person,  after  a conviction  under  this  section,  or  under  section 

23  303  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  (21 

24  U.S.C.  333),  has  become  final,  or  if  any  person  knowingly  or 

25  willfully  violates  a provision  of  section  161  (other  than  sec- 
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1 tion  161(8)),  the  person,  if  an  individual,  shall  be  imprisoned 

2 for  not  more  than  three  years  or  fined  not  more  than 

3 $50,000,  or  both,  or  if  other  than  an  individual,  shall  be  fined 

4 not  more  than  $1,000,000. 

5 (c)  Exclusions. — No  person  shall  be  subject  to  the 

6 penalties  of  subsection  (a)  of  this  section — 

7 (1)  for  having  received  any  drug  entity  or  drug 

8 product  and  delivered  it  or  proffered  delivery  of  it,  if 

9 such  delivery  or  proffer  was  made  in  good  faith,  unless 

10  such  person  refuses  to  furnish,  on  request  of  the  Secre- 

11  tary,  the  name  and  address  of  the  person  from  whom 

12  the  entity  or  product  was  received  and  copies  of  all 

13  documents  pertaining  to  such  receipt; 

14  (2)  for  having  violated  section  161  (1)  or  (2),  if 

15  such  person  establishes  a guaranty  or  undertaking 

16  signed  by,  and  containing  the  name  and  address  of,  the 

17  person  residing  in  the  United  States  from  whom  he  re- 

18  ceived  in  good  faith  the  drug  entity  or  drug  product,  to 

19  the  effect  that  the  entity  or  product  was  in  full  compli- 

20  ance  with  this  title; 

21  (3)  for  having  violated  section  161  (1)  or  (2), 

22  where  the  violation  exists  because  the  drug  entity  or 

23  drug  product  contains  a color  additive  which  was  not 

24  in  compliance  with  section  706(a)  of  the  Federal  Food, 

25  Drug,  and  Cosmetic  Act,  if  such  person  establishes  a 
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1 guaranty  or  undertaking  signed  by,  and  containing  the 

2 name  and  address  of,  the  manufacturer  of  the  color  ad- 

3 ditive,  to  the  effect  that  such  color  additive  was  in 

4 compliance  with  such  section; 

5 (4)  for  having  violated  section  161  (1)  or  (2)  by 

6 the  failure  to  comply  with  the  requirements  of  part  C 

7 applicable  to  identification  and  information  labeling  for 

8 drug  entities  and  drug  products,  with  respect  to  a drug 

9 entity  or  drug  product  received,  which  entity  or  prod- 

10  uct  is  not  exempt  from  such  requirements  under  section 

11  146(h),  if  the  delivery  or  proffered  delivery  was  made 

12  in  good  faith  and  the  labeling  at  the  time  thereof  con- 

13  tained  the  same  statements  that  were  contained  in  the 

14  labeling  at  the  time  of  such  receipt  of  such  entity  or 

15  product;  or 

16  (5)  for  having  violated  section  161(5)(B)  if  such 

17  person  acted  in  good  faith  and  had  no  reason  to  believe 

18  that  use  of  the  punch,  die,  plate,  stone,  or  other  article 

19  involved  would  result  in  a drug  product  being  a coun- 

20  terfeit  drug  product,  or  for  having  violated  section 

21  161(5)(D),  if  the  person  doing  the  act  or  causing  it  to 

22  be  done  acted  in  good  faith  and  had  no  reason  to  be- 

23  lieve  that  the  drug  product  was  a counterfeit  drug 

24  product. 
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1 CIVIL  PENALTIES 

2 Sec.  163.  (a)  Liability  foe  Penalty. — Any  person 

3 who  violates  section  161  shall  be  liable  to  the  United  States 

4 for  a civil  penalty  for  each  violation  of  not  more  than 

5 $10,000,  if  an  individual,  or  $25,000,  if  other  than  an 

6 individual. 

7 (b)  Assessment  of  Penalty. — (1)  A civil  penalty  for 

8 a violation  of  section  161  shall  be  assessed  by  the  Secretary 

9 by  an  order  made  on  the  record  after  an  opportunity  (pro- 

10  vided  in  accordance  with  this  subsection)  for  a hearing  in 

11  accordance  with  section  554  of  title  5 of  the  United  States 

12  Code.  Before  issuing  an  order  of  assessment,  the  Secretary 

13  shall  give  written  notice  to  the  person  to  be  assessed  a civil 

14  penalty  under  the  order,  containing  the  Secretary’s  proposal 

15  to  issue  the  order,  and  shall  provide  the  person  an  opportu- 

16  nity  to  request,  within  thirty  days  of  the  date  the  notice  is 

17  received  by  the  person,  a hearing  on  the  proposed  order. 

18  (2)  In  determining  the  amount  of  the  penalty,  the  Secre- 

19  tary  shall  take  into  account  the  nature,  circumstances,  extent 

20  and  gravity  of  the  violation  or  violations  and,  with  respect  to 

21  the  violator,  the  degree  of  culpability,  any  history  of  prior 

22  violations,  ability  to  pay,  effect  upon  ability  to  continue  to  do 

23  business,  and  any  other  matters  that  justice  may  require. 

24  (3)  The  Secretary  may  compromise,  modify,  or  remit, 

25  with  or  without  conditions,  any  civil  penalty  which  may  be  or 
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1 has  been  imposed  under  this  section.  The  amount  of  the  pen- 

2 alty,  when  finally  determined,  or  the  amount  agreed  upon  in 

3 compromise,  may  be  deducted  from  any  sums  owing  by  the 

4 United  States  to  the  person  assessed. 

5 (c)  Judicial  Review. — Any  person  who  exercised  the 

6 opportunity  to  be  heard  under  subsection  (h)(1)  respecting  the 

7 assessment  of  a civil  penalty,  and  who  has  by  an  order  been 

8 assessed  a civil  penalty,  may  obtain  judicial  review  of  that 

9 order  in  accordance  with  section  182. 

10  (d)  Recovery  of  Assessment. — If  any  person  fails  to 

11  pay  an  assessment  of  a civil  penalty  after  it  has  become  a 

12  final  order  and  the  person  does  not  file  a petition  for  judicial 

13  review  in  accordance  with  subsection  (c),  or  after  a court  in 

14  an  action  brought  under  subsection  (c)  has  entered  final  judg- 

15  ment  in  favor  of  the  Secretary,  the  Attorney  General  shall 

16  recover  the  amount  assessed  (plus  interest  from  the  date 

17  when  the  opportunity  to  obtain  judicial  review  under  subsec- 

18  tion  (c)  expires  or  when  the  opportunity  for  judicial  review 

19  under  that  subsection  has  been  exhausted)  by  an  action 

20  brought  in  any  appropriate  district  court  of  the  United  States. 

21  In  that  action,  the  validity,  amount,  and  appropriateness  of 

22  the  penalty  shall  not  be  subject  to  review. 

23  (e)  Disposition  of  Penalties. — All  penalties  col- 

24  lected  under  authority  of  this  section  shall  be  paid  into  the 

25  Treasury  of  the  United  States  as  miscellaneous  receipts. 
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INJUNCTIONS 

Sec.  164.  (a)  Jurisdiction. — The  district  courts  of 
the  United  States  and  all  courts  exercising  general  jurisdic- 
tion in  the  territories  and  possessions  of  the  United  States 
shall  have  jurisdiction  to  enjoin  violations  of  section  161  of 
this  title.  Such  jurisdiction  shall  include  authority  to  order 
the  defendant  to  recall,  and  reimburse  patients  and  other  pur- 
chasers for,  any  drug  entities  or  drug  products  distributed  by 
the  defendant  in  violation  of  section  161,  if  such  order  is 
appropriate  in  the  circumstances. 

(b)  Trial  by  Jury. — In  case  of  an  alleged  violation  of 
an  injunction  or  restraining  order  issued  under  subsection  (a), 
which  also  constitutes  a violation  of  section  161,  trial  shall  be 
by  the  court,  or,  upon  demand  of  the  accused  or  of  the  United 
States,  by  a jury. 

SEIZURE,  FORFEITURE,  AND  ADMINISTRATIVE  EMBARGO 

Sec.  165.  (a)  Property  Subject  to  Seizure  and 
Forfeiture. — The  following  shall  be  subject  to  seizure  by 
and  forfeiture  to  the  United  States,  and  may  be  seized  at  any 
time;  and,  except  as  provided  in  subsection  (g),  upon  forfeit- 
ure no  private  property  right  shall  exist  in  them: 

(1)  Any  drug  entity  or  drug  product  that  has  been 
manufactured,  imported,  distributed,  or  is  being  held 
for  purposes  of  manufacturing,  distribution,  export  or 


282 


166 

1 dispensing,  or  is  offered  for  export,  in  violation  of  sec- 

2 tion  161. 

3 (2)  Any  counterfeit  drug  product. 

4 (3)  Any  punch,  die,  plate,  stone,  labeling,  contain- 

5 er,  or  other  article  used  or  designed  for  use  in  making 

6 a counterfeit  drug  product. 

7 (b)  Seizure  of  Property. — Any  property  subject  to 

8 seizure  by  and  forfeiture  to  the  United  States  under  subsec- 

9 tion  (a)  may  be  seized — 

10  (1)  by  the  Attorney  General,  at  the  request  of  the 

11  Secretary,  upon  process  issued  by  any  district  court  of 

12  the  United  States  having  jurisdiction  over  the  property 

13  pursuant  to  the  Supplemental  Rules  for  Certain  Admi- 

14  ralty  and  Maritime  Claims;  or 

15  (2)  by  any  customs  officer,  if  the  property  is  in 

16  the  process  of  being  imported  or  exported. 

17  (c)  General  Procedures  for  Seizure  and  For- 

18  feiture. — Provisions  under  the  Supplemental  Rules  for 

19  Certain  Admiralty  and  Maritime  Claims,  relating  to  the  seiz- 

20  ure  and  forfeiture  of  property  for  violation  of  the  customs 

21  laws,  shall  apply  to  seizures  and  forefeitures  under  this  sec- 

22  tion,  insofar  as  applicable  and  not  inconsistent  with  the  provi- 

23  sions  of  this  section.  On  demand  of  either  party,  any  issue  of 

24  fact  joined  in  any  forfeiture  proceeding  shall  be  tried  by  a 

25  jury.  The  duties  imposed  upon  the  customs  officer  or  any 
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1 other  person  with  respect  to  the  seizure  and  forfeiture  of 

2 property  under  the  customs  laws  shall  be  performed  with  re- 

3 spect  to  seizures  for  forfeitures  of  property  under  this  section 

4 by  the  officers  or  employees  authorized  by  the  Attorney  Gren- 

5 eral,  except  to  the  extent  that  the  duties  arise  from  seizures 

6 and  forfeitures  effected  by  any  customs  officer. 

7 (d)  Consolidation  of  Proceedings. — When  forfeit- 

8 ure  proceedings  under  this  section  involving  the  same  claim- 

9 ant  and  the  same  issues  are  pending  in  two  or  more  jurisdic- 

10  tions,  the  pending  proceedings,  upon  application  of  the  claim- 

11  ant  reasonably  made  to  the  court  of  one  such  jurisdiction, 

12  shall  be  consolidated  for  trial  by  order  of  that  court.  Trial 

13  shall  be  in  any  district  selected  by  the  claimant  where  one  of 

14  the  proceedings  is  pending.  If  no  order  for  consolidation  is 

15  made  under  this  subsection  within  a reasonable  time,  the 

16  claimant  may  apply  to  the  court  of  one  such  jurisdiction,  and 

17  such  court  (after  giving  the  United  States  attorney  for  such 

18  district  reasonable  notice  and  opportunity  to  be  heard)  shall 

19  by  order,  unless  good  cause  to  the  contrary  is  shown,  specify 

20  a district  of  reasonable  proximity  to  the  claimant’s  principal 

21  place  of  business,  in  which  all  such  pending  proceedings  shall 

22  be  consolidated  for  trial  and  tried.  The  order  of  consolidation 

23  shall  not  apply  so  as  to  require  the  removal  of  any  case  the 

24  date  for  trial  of  which  has  been  fixed.  The  court  granting  the 

25  order  shall  give  prompt  notification  thereof  to  the  other 
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courts  having  jurisdiction  of  the  cases  covered  thereby.  The 
clerk  of  the  court  from  which  removal  is  made  shall  promptly 
transmit  to  the  court  in  which  the  case  is  to  be  tried  all 
records  in  the  case  necessary  for  that  court  to  exercise  juris- 
diction. The  court  to  which  the  case  is  removed  shall  have 
the  powers  and  be  subject  to  the  duties,  for  purposes  of  the 
case,  which  the  court  from  which  removal  was  made  would 
have  had,  or  to  which  that  court  would  have  been  subject,  if 
the  case  had  not  been  removed. 

(e)  Samples  of  Seized  Property. — At  any  time 
after  seizure  up  to  a reasonable  time  before  trial,  the  court 
having  jurisdiction  over  the  article  shall  by  order  allow  any 
party  to  a condemnation  proceeding,  or  the  attorney  or  agent 
for  that  party,  to  obtain  a representative  sample  of  the  prop- 
erty seized,  a true  copy  of  any  analyses  on  which  the  pro- 
ceeding is  based,  and  any  identifying  marks  or  numbers  of  the 
packages  from  which  any  sample  analyzed  was  obtained. 

(f)  Disposition  of  Forfeited  Articles. — When- 
ever property  is  ordered  forfeited  under  this  section  by  a 
court  having  jurisdiction  over  the  property,  the  court  may 
direct  that  any  of  the  following  be  done: 

(1)  The  property  be  destroyed. 

(2)  The  property  be  retained  by  the  United  States 
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(3)  The  property  be  sold  by  the  General  Services 
Administration,  unless  such  sale  would  be  contrary  to 
the  provisions  of  this  title  or  to  the  laws  of  the  jurisdic- 
tion in  which  sold.  The  proceeds  from  any  sale  shall, 
as  authorized  in  appropriations  Acts,  be  used  to  pay  all 
proper  expenses  of  the  proceedings  for  forfeiture  and 
sale,  including  expenses  of  seizure,  maintenance  of  cus- 
tody, and  advertising  and  court  costs  and  fees,  and  the 
balance  shall  be  paid  into  the  Treasury  of  the  United 
States  as  miscellaneous  receipts. 

(4)  Deliver  the  property  to  the  person  who  inter- 
vened in  the  proceeding  as  claimant,  upon  payment  of 
the  costs  of  the  forfeiture  proceedings  and  the  execu- 
tion of  a good  and  sufficient  bond,  as  determined  in  ac- 
cordance with  regulations  issued  by  the  Secretary,  con- 
ditioned that  the  property  shall  not  be  distributed  or 
disposed  of  contrary  to  any  applicable  law,  in  order  to 
permit  that  person — 

(A)  to  destroy  the  property, 

(B)  to  bring  it  into  compliance  with  the  pro- 
visions of  this  title,  under  the  supervision  of  an  of- 
ficer or  an  employee  designated  by  the  Secretary, 
the  expenses  of  the  supervision  being  paid  by  the 
person  obtaining  release  of  the  property  under 
bond,  or 
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(C)  to  export  the  property,  upon  a showing 
by  the  person  obtaining  release  of  the  property 
that  all  of  the  requirements  of  subpart  6 of  part  B 
of  this  title  can  and  will  be  met. 

(g)  Remission  oe  Mitigation  of  Forfeiture. — 
Whenever  any  equipment  or  thing  (other  than  a drug  entity 
or  drug  product)  is  ordered  forfeited  under  paragraph  (3)  of 
subsection  (a)  of  this  section  by  a court  having  jurisdiction 
over  such  equipment  or  thing,  the  court  shall  allow  the  claim 
of  any  claimant,  to  the  extent  of  such  claimant’s  interest,  for 
remission  or  mitigation  of  such  forfeiture  if  such  claimant 
proves  to  the  satisfaction  of  the  court  that: 

(1)  the  claimant  has  not  committed  or  caused  to 
be  committed  any  prohibited  act  referred  to  in  such 
paragraph  (3)  and  the  claimant  has  no  interest  in  any 
drug  product  referred  to  therein; 

(2)  the  claimant  has  an  interest  in  such  equipment 
or  other  thing  as  owner  or  lienor  or  otherwise,  ac- 
quired by  the  claimant  in  good  faith;  and 

(3)  the  claimant  at  no  time  had  any  knowledge  or 
reason  to  believe  that  such  equipment  or  thing  was 
being  or  would  be  used  in,  or  to  facilitate,  the  manu- 
facture of  counterfeit  drug  products  in  violation  of  this 
title. 
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1 (h)  Costs  of  Forfeiture  Proceeding. — Whenever 

2 property  is  ordered  forfeited  under  this  section  by  a court 

3 having  jurisdiction  over  the  property,  all  proper  expenses  of 

4 the  proceedings  for  forfeiture,  including  expenses  of  seizure, 

5 maintenance  of  custody,  and  court  costs  and  fees,  shall  be 

6 awarded  against  the  person,  if  any,  intervening  as  claimant  of 

7 the  property.  If  the  forfeited  property  is  ordered  sold  in  ac- 

8 cordance  with  paragraph  (3)  of  subsection  (f),  any  expenses  of 

9 the  proceedings  for  forfeiture  and  sale  not  paid  by  the  pro- 

10  ceeds  of  the  sale  shall  be  awarded  against  the  person,  if  any, 

1 1 intervening  as  claimant  of  the  property. 

12  (i)  Administrative  Embargo  of  Property. — (1)  If 

13  an  officer  or  employee  of  the  Department  has  reason  to  be- 

14  lieve  that  property  is  subject  to  seizure  and  forfeiture  under 

15  this  section,  the  officer  or  employee  may  by  written  order 

16  place  the  property  under  embargo  for  a reasonable  period  of 

17  time,  not  to  exceed  twenty  days,  in  order  to  prevent  distribu- 

18  tion  of  the  property  pending  initiation  of  formal  proceedings 

19  under  this  section  or  under  section  164.  If  the  Secretary  de- 

20  termines  that  a period  of  time  greater  than  twenty  days  is 

21  required  to  institute  such  proceedings,  the  Secretary  may  au- 

22  thorize  an  extension  of  the  embargo  period  for  up  to  ten  addi- 

23  tional  days.  Before  property  may  be  placed  under  embargo 

24  under  this  subsection,  the  Secretary  (or  an  officer  or  employ- 

25  ee  designated  by  the  Secretary  other  than  the  officer  or  em- 
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1 ployee  proposing  the  embargo)  shall  approve  the  embargo 

2 order.  An  order  of  embargo  under  this  subsection  may  require 

3 the  identification  of  property  during  the  period  of  its  embargo 

4 as  under  embargo.  A person  who  would  be  entitled  to  claim 

5 any  property  if  it  were  seized  under  this  section  may  appeal 

6 to  the  Secretary  the  placement  of  the  property  under  embar- 

7 go  under  this  subsection  within  ten  days  of  the  issuance  of 

8 the  embargo  order.  Within  five  days  of  the  date  an  appeal  of 

9 an  embargo  order  is  filed  with  the  Secretary,  the  Secretary 

10  shall  afford  the  person  an  opportunity  to  present  views,  orally 

11  or  in  writing,  with  regard  to  the  matter,  and  then  by  order 

12  confirm,  modify,  or  revoke  the  embargo. 

13  (2)  Except  as  authorized  by  paragraph  (3)  of  this  sub- 

14  section,  property  subject  to  an  order  of  embargo  issued  under 

15  paragraph  (1)  shall  not  be  moved  by  any  person  from  the 

16  place  at  which  it  is  ordered  embargoed  until— 

17  (A)  the  Secretary  releases  the  property  from  em- 

18  bargo,  or 

19  (B)  the  embargo  period  applicable  to  the  property 

20  expires. 

21  (3)  Property  subject  to  an  embargo  order  under  para- 

22  graph  (1)  of  this  subsection  may  be  moved  only  in  accordance 

23  with  any  requirements  prescribed  by  the  Secretary. 
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1 ADMINISTRATIVE  DISQUALIFICATIONS 

2 Sec.  166.  (a)  Authority  To  Disqualify  Per- 

3 SONS. — (1)  If  the  Secretary  determines  that — 

4 (A)  any  person  has  failed  or  refused  to  comply 

5 with  the  requirements  of  section  130  to  protect  human 

6 participants  in  clinical  investigations  involving  a drug 

7 product,  or  of  section  131  to  assure  the  validity  of  sci- 

8 entific  data,  or  of  sections  127,  128,  and  129  to  con- 

9 duct  an  investigation; 

10  (B)  the  noncompliance  with  such  requirements  has 

11  adversely  affected  or  placed  in  jeopardy  the  safety  or 

12  the  rights  of  human  participants  in  an  investigation  in- 

13  volving  a drug  product,  or  the  validity  of  scientific  data 

14  from  any  investigation  involving  a drug  entity  or  drug 

15  product,  or  both;  and 

16  (C)  the  action  authorized  by  this  subsection  is  an 

17  appropriate  step  to  assure  that  such  person  will  not  be 

18  able  to  conduct  investigations  involving  human  partici- 

19  pants,  or  to  be  the  source  of  scientific  data  submitted 

/ 

/ 20  under  this  title,  or  both,  until  such  person  demonstrates 

I 

21  to  the  Secretary  that  the  person  will  comply  with  the 

22  applicable  requirements; 

23  the  Secretary  may  by  order  (issued  in  accordance  with  sub- 

24  section  (b))  take  the  action  described  in  paragraph  (2). 

25  (2)  The  action  referred  to  in  paragraph  (1)  is  as  follows: 
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1 (A)  Exclusion  from  consideration  in  the  evaluation 

2 of  a petition  or  application  under  this  title  any  material 

3 scientific  data  submitted  at  any  time  in  support  of  the 

4 petition  or  application  and  generated  by  or  under  the 

5 supervision  or  review  of  a person  with  respect  to 

6 whom  the  Secretary  has  made  the  determination  de- 

7 scribed  in  paragraph  (1),  until  such  data  are  independ- 

8 ently  validated. 

9 (B)  Suspension,  termination,  or  denial  of  any  clini- 

10  cal  investigation  involving  human  participants  under  a 

11  registration  issued  under  subpart  5 of  part  B which  is 

12  being  or  is  to  be  conducted  by  or  under  the  supervision 

13  or  review  of  such  person. 

14  The  action  described  in  this  paragraph  is  referred  to  in  this 

15  section  as  '‘disqualification”. 

16  (b)  Procedures. — An  order  of  disqualification  under 

17  subsection  (a)(1)  may  be  issued  only  after  providing  an  oppor- 

18  tunity  for  an  informal  hearing  in  accordance  with  section  173 

19  of  this  title.  Before  issuing  an  order  of  disqualification,  the 

20  Secretary  shall  give  written  notice  to  the  person  subject  to 

21  the  order  of  the  Secretary’s  proposal  to  issue  the  order  and 

22  provide  %the  person  an  opportunity  to  request,  within  thirty 

23  days  of  the  date  the  notice  is  received  by  the  person,  an 

24  informal  hearing  on  the  proposed  order. 
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1 (c)  Standards. — In  determining  whether  to  issue  an 

2 order  under  subsection  (a),  the  Secretary  shall  take  into  ac- 

3 count  the  nature,  circumstances,  extent,  and  gravity  of  the 

4 noncompliance  with  respect  to  which  the  order  is  proposed  to 

5 be  issued,  the  extent  to  which  it  may  have  placed  human 

6 participants  at  unreasonable  risk  or  violated  their  rights  or 

7 placed  in  question  the  validity  of  scientific  data,  any  history 

8 of  prior  noncompliance,  and  any  other  matters  in  the  interest 

9 of  justice. 

10  (d)  Judicial  Review. — Any  person  who  exercised  the 

1 1 opportunity  to  be  heard  under  subsection  (b)  respecting  a dis- 

12  qualification  order  and  who  has  by  such  an  order  been  dis- 

13  qualified  may  obtain  judicial  review  of  that  order  in  accord- 

14  ance  with  section  182. 

15  (e)  Termination  of  Disqualification. — The  Sec- 

16  retary  shall  terminate  an  order  of  disqualification  under  this 

17  section  at  such  time  as  the  Secretary  determines  that  the 

18  disqualified  person  will  conduct,  supervise,  or  review  investi- 

19  gations  in  a manner  that  will  comply  with  the  requirements 

20  of  this  title  regarding  protection  of  the  safety  and  rights  of 

21  human  participants  in  investigations  involving  drug  entities 

22  or  drug  products  and  assurance  of  the  validity  of  scientific 

23  data  to  be  submitted  to  the  Secretary. 
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1 CONFERENCE  BEFORE  REPORT  OF  CRIMINAL  VIOLATION 

2 Sec.  167.  Before  any  violation  of  this  title  is  reported 

3 by  the  Secretary  to  any  United  States  attorney  for  institution 

4 of  a criminal  proceeding  (other  than  an  investigation),  the 

5 person  against  whom  such  proceeding  is  contemplated  shall 

6 be  given  appropriate  notice  and  an  opportunity  to  present 

7 views,  either  orally  or  in  writing,  with  regard  to  such  con- 

8 templated  proceeding. 

9 SEPARABILITY  OF  PENALTIES 

10  Sec.  168.  Any  criminal  or  civil  penalty,  administrative 

11  disqualification,  administrative  action  taken  with  regard  to  a 

12  license,  registration,  or  permit  under  part  B of  this  title,  or 

13  any  other  administrative  action  or  order,  imposed  for  viola- 

14  tion  of  this  title,  or  taken  because  of  an  action  which  consti- 

15  tutes  such  a violation,  shall  not  be  in  lieu  of,  or  a precondi- 

16  tion  to,  any  other  criminal  or  civil  penalty  or  administrative 

17  action  authorized  by  law. 

18  ENFORCEMENT  PROCEEDINGS 

19  Sec.  169.  All  judicial  proceedings  for  the  enforcement, 

20  or  to  restrain  violations,  of  this  title  shall  be  by  and  in  the 

21  name  of  the  United  States.  Subpenas  for  witnesses  in  a judi- 

22  cial  proceeding  who  are  required  to  attend  a court  of  the 

23  United  States  in  any  district  may  be  served  in  any  other 

24  district. 
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NOTICES  AND  WARNINGS 

Sec.  170.  Nothing  in  this  title  shall  be  construed  as 
requiring  the  Secretary  to  report  for  judicial  proceedings,  or 
to  commence  formal  administrative  proceedings  in  response 
to,  violations  of  this  title  where  the  Secretary  believes  that 
the  public  interest  will  be  adequately  served  by  a written 
notice  or  warning. 

Part  E — Administrative  Provisions 

AUTHORITY  TO  ISSUE  REGULATIONS 
Sec.  172.  The  Secretary  is  authorized  to  promulgate 
any  regulations  that  the  Secretary  determines  necessary  and 
appropriate  for  the  efficient  implementation  and  enforcement 
of  this  title. 

ADMINISTRATIVE  HEARINGS 

Sec.  173.  (a)  Authority. — In  carrying  out  this  title, 
the  Secretary  may  hold  hearings,  administer  oaths,  examine 
witnesses,  and  receive  evidence  at  any  place  in  the  United 
States. 

(b)  Informal  Hearings. — When  an  informal  hearing 
is  provided  for  in  this  title,  the  hearing  shall  not  be  subject  to 
section  554,  556,  or  557  of  title  5 of  the  United  States  Code, 
but  shall  be  subject  to  the  following  requirements: 

(1)  The  presiding  officer  in  the  hearing  shall  be 
designated  by  the  Secretary  from  among  the  officers 
and  employees  of  the  Department  who  have  not  (prior 
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to  being  designated)  participated  in  any  action  which  is 
the  subject  of  the  hearing  and  who  are  not  directly  or 
indirectly  responsible  to  any  officer  or  employee  of  the 
Department  who  has  participated  in  the  action. 

(2)  Each  responding  party  to  the  hearing  shall 
have  the  right  at  all  times  to  be  represented  by 
counsel. 

(3)  Before  the  hearing,  each  responding  party  to 
the  hearing  shall  be  given  reasonable  notice  of  the 
matters  to  be  considered  at  the  hearing,  including  a 
statement  of  the  basis  for  the  action  taken  or  proposed 
by  the  Secretary  which  is  the  subject  of  the  hearing 
and  a summary  of  the  information  which  will  be  pre- 
sented by  the  Secretary  at  the  hearing. 

(4)  At  the  hearing,  each  responding  party  shall 
have  the  right  to  hear  a full  and  complete  statement  of 
the  basis  for  the  action  of  the  Secretary  which  is  the 
subject  of  the  hearing,  together  with  the  information 
and  reasons  supporting  the  action,  to  conduct  reason- 
able questioning  of  witnesses,  and  to  present  oral  or 
written  information  relevant  to  the  action. 

(5)  The  Secretary  may  require  the  hearing  to  be 
transcribed.  A responding  party  shall  have  the  right  to 
have  the  hearing  transcribed  at  his  expense. 
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(6)  At  the  conclusion  of  the  hearing  the  presiding 
officer  shall  prepare  a written  report  of  the  hearing  and 
a recommended  decision.  Each  responding  party  shall 
have  the  opportunity  to  submit,  within  a reasonable 
period  of  time,  exceptions  to  the  presiding  officer’s 
report  of  the  hearing  and  recommended  decision. 

(7)  In  completing  any  proceeding  involving  an  in- 
formal hearing,  the  Secretary  shall  issue  a written  de- 
cision stating  the  reasons  for  the  action  taken  or  to  be 
taken  and  the  basis  in  the  administrative  record  of  the 
proceeding. 

(c)  Public  Hearings. — When  a public  hearing  is  pro- 
vided for  in  this  title,  the  hearing  shall  not  be  subject  to  sec- 
tion 554,  556,  or  557  of  title  5 of  the  United  States  Code  or 
subsection  (b)  of  this  section,  but  shall  be  subject  to  the  fol- 
lowing requirements: 

(1)  The  presiding  officer  in  the  hearing  shall  be 
designated  by  the  Secretary  from  among  the  officers 
and  employees  (including  special  Government  employ- 
ees) of  the  Department  who  have  not  (prior  to  being 
designated)  participated  in  any  action  which  is  the  sub- 
ject of  the  hearing,  who  are  not  directly  or  indirectly 
responsible  to  any  officer  or  employee  of  the  Depart- 
ment who  has  participated  in  the  action,  and  who  will 
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not  (other  than  for  hearing)  participate  in  any  action 
which  is  the  subject  of  the  hearing. 

(2)  Before  the  hearing,  the  public  shall  be  given 
reasonable  notice  of  the  matters  to  be  considered  at  the 
hearing,  including  a statement  of  the  basis  for  the 
action  taken  or  proposed  by  the  Secretary  (or  by  a pe- 
tition) which  is  the  subject  of  the  hearing. 

(3)  At  the  hearing,  any  person  shall  have  the 
right  to  present  oral  or  written  information  relevant  to 
the  action  which  is  the  subject  of  the  hearing. 

(4)  The  presiding  officer  in  the  hearing  may  take 
such  action  as  may  be  necessary  to  expedite  the  hear- 
ing (including  allocation  of  time  for  presentation  of  tes- 
timony), to  define  the  issues  involved,  and  to  conduct 
(or  permit  other  employees  of  or  advisors  to  the  De- 
partment to  conduct)  reasonable  questioning  in  order  to 
clarify  the  testimony  presented  at  the  hearing.  If  the 
presiding  officer  determines  that  the  same  or  similar  in- 
terests are  held  by  more  than  one  person  wishing  to 
present  oral  testimony  at  the  hearing,  the  presiding  of- 
ficer may  require  a consolidation  in  the  presentation  of 
such  testimony. 

(5)  The  Secretary  shall  require  the  hearing  to  be 


transcribed. 
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(6)  At  the  conclusion  of  the  hearing  the  presiding 
officer  shall  prepare  a written  report  of  the  hearing. 

SUBPENAS 

Sec.  174.  (a)  Authority. — In  any  matter  relating  to 
implementation  or  enforcement  of  this  title,  the  Secretary 
may  compel  the  attendance  and  testimony  of  witnesses  by 
subpena  and  require  the  production  of  any  records  (including 
books,  papers,  documents,  and  other  tangible  things)  that 
may  be  relevant  to  the  matter.  The  attendance  of  witnesses 
and  the  production  of  records  may  be  required  from  any  place 
in  any  State  or  in  any  territory  or  other  place  subject  to  the 
jurisdiction  of  the  United  States  at  any  designated  place  of 
hearing.  Witnesses  summoned  under  this  section  shall  be 
paid  the  same  fees  and  mileage  that  are  paid  to  witnesses  in 
the  courts  of  the  United  States. 

(b)  Service. — A subpena  issued  under  this  section  may 
be  served  by  any  person  designated  in  the  subpena  to  serve 
it.  Service  upon  a natural  person  may  be  made  either  by  a 
personal  delivery  or  by  registered  mail  or  telegraph,  or  by 
leaving  a copy  thereof  at  the  principal  office  or  place  of  busi- 
ness of  the  person  being  served.  Service  upon  a domestic  or 
foreign  corporation,  or  upon  a partnership  or  other  unincor- 
porated association  which  is  subject  to  suit  under  a common 
name,  may  be  made  either  by  delivering  the  subpena  to  an 
officer,  to  a managing  or  general  agent,  or  to  any  other  agent 
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1 authorized  by  appointment  or  by  law  to  receive  service  of 

2 process,  or  by  registered  mail  or  telegraph  or  by  having  a 

3 copy  of  the  subpena  at  the  principal  office  or  place  of  busi- 

4 ness  of  the  office  or  agent  being  served.  The  verified  return 

5 by  the  individual  so  serving  it  setting  forth  the  manner  of 

6 service  shall  be  proof  of  service,  and  the  return  post  office 

7 receipt  or  telegraph  receipt  therefor  when  registered  and 

8 mailed  or  telegraphed  in  accordance  with  this  subsection 

9 shall  be  proof  of  service. 

10  (c)  Enforcement. — In  the  case  of  contumacy  by,  or 

1 1 refusal  to  obey  a subpena  issued  to,  any  person,  any  court  of 

12  the  United  States  within  the  jurisdiction  in  which  the  subpe- 

13  naed  person  is  an  inhabitant,  carries  on  business,  or  may  be 

14  found,  may  compel  compliance  with  the  subpena.  The  court 

15  may  issue  an  order  requiring  the  subpenaed  person  to  appear 

16  before  the  Secretary,  to  produce  records  if  so  ordered,  or  to 

17  give  testimony  relating  to  the  matter.  Any  failure  to  obey  the 

18  order  of  the  court  may  be  punished  by  the  court  as  a con- 

19  tempt  thereof.  All  process  in  such  a case  may  be  served  in 

20  any  judicial  district  in  which  the  person  may  be  found. 

21  ADMINISTRATIVE  INSPECTIONS 

22  Sec.  175.  (a)  Regulated  Premises. — For  purposes 

23  of  this  section,  the  term  “regulated  premises’’  includes  the 

24  following: 
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1 (1)  Any  establishment  in  which  a drug  entity  or  a 

2 drug  product  is  manufactured  or  held  for  further  manu- 

3 facturing,  distribution,  or  export  after  being  manufac- 

4 tured,  imported,  or  distributed,  or  for  which  establish- 

5 ment  registration  is  sought  under  section  113. 

6 (2)  Any  conveyance  which  is  being  used  to  trans- 

7 port  or  hold  a drug  entity  or  a drug  product, 

8 (3)  Any  establishment,  institution,  laboratory,  or 

9 office  or  place  of  business  of  a practitioner,  in  which 

10  any  aspect  of  an  investigation  which  is  subject  to  sub- 

11  part  5 of  part  B is  conducted,  or  a report  of  which  has 

12  been  or  is  intended  to  be  submitted  to  the  Secretary  in 

13  support  of  a petition  for  issuance  of  a monograph  under 

14  subpart  2,  or  of  an  application  under  subpart  4,  5,  or 

15  6,  of  part  B. 

16  (4)  Any  establishment,  institution,  or  laboratory  in 

17  which  a drug  entity  or  drug  product  is  assessed  for 

18  risks  or  is  tested  for  identity,  strength,  quality,  purity, 

19  stability,  or  bioavailability. 

20  (5)  Any  establishment  in  which  original  or  other 

21  records  or  documents  required  under  section  108(e)  are 

22  kept  or  required  to  be  kept. 

23  (b)  Other  Premises. — For  purposes  of  this  section, 

24  except  insofar  as,  and  only  to  the  extent  that,  it  is  included  in 
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1 subsection  (a),  the  term  “regulated  premises”  does  not  in- 

2 elude  the  following: 

3 (1)  A pharmacy  which  is  licensed  or  registered 

4 under  applicable  State  laws  regulating  the  practice  of 

5 pharmacy  and  which  compounds  drug  products  solely 

6 in  the  course  of  filling  and  dispensing  prescriptions  as 

7 part  of  the  practice  of  pharmacy. 

8 (2)  The  premises  of  a practitioner  who  compounds 

9 drug  products  solely  for  dispensing  in  the  course  of 

10  professional  practice. 

11  (3)  The  premises  of  a person  who  manufactures 

12  drug  products  solely  for  use  in  preclinical  research 

13  (other  than  preclinical  research  a report  of  which  has 

14  been  or  is  intended  to  be  submitted  to  the  Secretary  in 

15  support  of  a petition  for  issuance  of  a monograph  under 

16  subpart  2 or  of  an  application  under  subpart  4,  5,  or  6, 

17  of  part  B),  teaching,  or  chemical  analysis  and  not  for 

18  use  in  humans. 

19  (4)  The  premises  of  any  other  person  or  class  of 

20  persons  that  the  Secretary  may  by  regulation  exempt 

21  from  the  application  of  this  section  upon  a determina- 

22  tion  that  inspection  of  these  premises  is  not  necessary 

# 

23  for  the  efficient  implementation  and  enforcement  of  this 

title. 
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(c)  Authority  To  Inspect  Regulated  Prem- 
ises.— The  Secretary  is  authorized,  in  accordance  with  this 
section,  to  enter  any  regulated  premises  and  to  conduct  in- 
spections thereof  and  of  things  specified  in  this  section  that 
are  located  in  those  premises,  for  purposes  of — 

(1)  determining  whether  drug  entities  and  drug 
products  have  been  or  are  being  manufactured,  import- 
ed, exported,  distributed,  dispensed,  tested,  investigat- 
ed, or  held  in  conformity  with  this  title, 

(2)  inspecting,  copying,  and  verifying  the  correct- 
ness of  records,  reports,  or  other  documents  required  to 
be  made  or  kept  under  this  title,  or 

(3)  otherwise  implementing  and  enforcing  this 

title. 

(d)  Procedures. — Entries  and  inspections  shall  be 
carried  out  by  officers  or  employees  of  the  Department  desig- 
nated by  the  Secretary.  Any  such  officer  or  employee,  upon 
stating  his  purpose  and  presenting  to  the  person  in  charge  of 
the  regulated  premises  appropriate  credentials  and  a written 
notice  of  inspection  authority,  shall  have  the  right  to  enter 
the  premises  and  conduct  inspections  at  reasonable  times, 
within  reasonable  limits,  and  in  a reasonable  manner.  A sepa- 
rate notice  shall  be  given  for  each  inspection,  but  a notice 
shall  not  be  required  for  each  entry  made  during  the  period 
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1 covered  by  an  inspection.  Each  inspection  shall  be  completed 

2 with  reasonable  promptness  after  its  commencement. 

3 (e)  Scope  of  an  Inspection. — An  officer  or  employee 

4 conducting  an  authorized  inspection  under  subsection  (c)  shall 

5 have  authority — 

6 (1)  to  inspect  and  copy  records,  reports,  and  other 

7 documents  required  to  be  kept  or  made  under  this  title; 

8 (2)  to  inspect  and  photograph  the  regulated  prem- 

9 ises  and  all  pertinent  equipment,  finished  and  unfin- 

10  ished  drug  products,  drug  entities,  and  other  materials, 

11  containers,  and  labeling  found  therein,  and,  except  as 

12  provided  in  subsection  (f),  all  other  things  therein  (in- 

13  eluding  records,  files,  papers,  processes,  controls,  and 

14  facilities)  appropriate  for  verification  of  the  records,  re- 

15  ports,  and  documents  referred  to  in  paragraph  (1)  or 

16  otherwise  relevant  to  determining  compliance  with  the 

17  provisions  of  this  title; 

18  (3)  to  observe  manufacturing  operations; 

19  (4)  to  inventory  the  stock  of,  and  to  obtain  sam- 

20  pies  of,  any  drug  entity,  drug  product,  or  component  of 

21  a drug  entity  or  drug  product;  and 

22  (5)  to  obtain  samples  of  substances  used  as  refer- 

23  ence  or  control  standards  for  testing  the  identity, 

24  strength,  quality,  purity,  stability,  or  bioavailability  of, 

25  a drug  entity,  drug  product  or  a component  of  a drug 
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entity  or  drug  product,  or  for  assessing  the  risks  or 
demonstrating  the  effectiveness  of  a drug  product. 

(f)  Limits  on  Scope  of  an  Inspection. — Except 
when  the  person  in  charge  of  the  regulated  premises  so  con- 
sents in  writing,  no  inspection  authorized  by  this  section  shall 
extend  to — 


professional,  and  supervisory  personnel  performing 
functions  subject  to  this  title. 

(g)  Repoet  of  Inspection. — Upon  completion  of  any 
inspection  under  this  section,  and  prior  to  leaving  the  prem- 


premises a written  notice  identifying  any  conditions  or  prac- 
tices observed  which,  in  the  judgment  of  the  officer  or  em- 


premises is  not  in  conformity  with  this  title. 

(h)  Receipt  for  Samples. — If  a sample  has  been  ob- 
tained in  the  course  of  an  inspection,  the  officer  or  employee 
making  the  inspection,  upon  completion  of  the  inspection  and 


(1)  financial  data; 

(2)  sales  data  other  than  shipment  data; 

(3)  pricing  data; 

(4)  personnel  information  other  than  information 


as  to  the  qualifications  and  responsibilities  of  technical, 


ises,  the  officer  or  employee  of  the  Department  making  the 
inspection  shall  give  to  the  person  in  charge  of  the  regulated 


ployee,  indicate  that  any  drug  entity  or  drug  product  in  the 
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1 prior  to  leaving  the  premises,  shall  give  to  the  person  in 

2 charge  a receipt  describing  the  sample  obtained. 

3 (i)  Authority  To  Inspect  Other  Premises. — The 

4 Secretary  is  authorized  to  enter  any  premises  described  in 

5 subsection  (b)  and  to  conduct  inspections  thereof  and  of 

6 things  specified  in  this  subsection  that  are  located  in  those 

7 premises,  for  purposes  of  determining  whether  the  premises 

8 are,  and  the  extent  to  which  the  premises  are,  also  a regulat- 

9 ed  premises  under  subsection  (a). 

10  (j)  Inspection  Warrants. — (1)  An  inspection  war- 

11  rant  shall  not  be  required  (A)  to  make  entries  and  conduct 

12  inspections  pursuant  to  the  authority  in  subsection  (c)  or  (i), 

13  (B)  to  inspect  books  and  records  pursuant  to  a subpena  issued 

14  under  section  174,  or  (C)  for  any  other  inspection  for  which 

15  an  inspection  warrant  is  not  required  by  the  United  States 

16  Constitution.  An  inspection  warrant  may  be  sought  and  ob- 

17  tained  by  the  Secretary  even  though  not  required  under  this 

18  subsection.  The  issuance  and  execution  of  an  inspection  war- 

19  rant  under  this  subsection  shall  not  preclude  administrative 

20  or  judicial  proceedings  for  a violation  of  section  161(3)(I)  or 

21  161(8)(G). 

22  (2)  Any  judge  of  the  United  States  or  any  United  States 

23  magistrate  may,  within  his  or  her  territorial  jurisdiction,  and 

24  upon  proper  oath  or  affirmation  showing  probable  cause, 

25  issue  warrants  for  the  purpose  of  conducting  inspections  au- 
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1 thorized  by  this  title.  For  the  purposes  of  this  paragraph,  the 

2 term  “probable  cause”  means  a valid  public  interest  in  the 

3 effective  enforcement  of  this  title,  or  regulations  thereunder, 

4 sufficient  to  justify  inspection  in  the  circumstances  specified 

5 in  the  application  for  the  warrant. 

6 (3)  A warrant  shall  issue  only  upon  an  affidavit  of  an 

7 officer  or  employee  of  the  Department  having  knowledge  re- 

8 lating  to  the  facts  alleged,  which  is  sworn  to  before  the  judge 

9 or  magistrate  and  which  sets  forth  the  grounds  for  issuing  the 

10  warrant.  If  the  judge  or  magistrate  is  satisfied  that  grounds 

11  for  the  issuance  of  a warrant  exist  or  that  there  is  probable 

12  cause  to  believe  they  exist,  the  judge  or  magistrate  shall 

13  issue  a warrant  identifying  an  area,  premises,  building,  con- 

14  veyance,  or  contents  thereof  to  be  inspected,  the  purpose  of 

15  such  inspection,  and,  where  appropriate,  the  type  of  property 

16  to  be  inspected,  if  any.  The  warrant  shall  state  the  grounds 

17  for  its  issuance  and  the  name  of  the  person  or  persons  whose 

18  affidavits  have  been  taken  in  support  thereof.  It  shall  com- 

19  mand  the  person  to  whom  it  is  directed  to  inspect  the  area, 

20  premises,  building,  or  conveyance  identified  for  the  purpose 

21  specified.  The  warrant  shall  direct  that  it  be  served  at  any 

22  reasonable  time.  It  shall  designate  the  judge  or  magistrate  to 

23  whom  it  shall  be  returned. 

24  (4)  A warrant  issued  pursuant  to  this  subsection  shall  be 

25  executed  and  returned  within  ten  days  of  its  date  unless, 
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1 upon  a showing  by  the  United  States  of  a need  therefor,  the 

2 judge  or  magistrate  allows  additional  time  in  the  warrant. 

3 (5)  The  judge  or  magistrate  who  has  issued  a warrant 

4 under  this  section  shall  attach  to  the  warrant  a copy  of  the 

5 return  and  all  papers  filed  in  connection  therewith  and  shall 

6 file  them  with  the  clerk  of  the  district  court  of  the  United 

7 States  for  the  judicial  district  in  which  the  inspection  was 

8 made. 

9 POWERS  OF  ENFORCEMENT  PERSONNEL 

10  Sec.  176.  Any  officer  or  employee  of  the  Department 

11  designated  by  the  Secretary  to  conduct  investigations  or  in- 

12  spections  under  this  title,  may,  when  so  authorized  by  the 

13  Secretary — 

14  (1)  serve  and  execute  search  warrants  and  inspec- 

15  tion  warrants; 

16  (2)  serve  subpenas  issued  under  section  174; 

17  (3)  make  inspections  under  section  175; 

A 

18  (4)  order  embargo  of  articles  pursuant  to  section 

19  165(i);  and 

20  (5)  perform  such  other  duties  as  the  Secretary 

21  may  designate. 

22  cooperative  arrangements 

23  Sec.  177.  (a)  Cooperation  With  Other  Federal 

24  and  State  Agencies. — The  Secretary  shall  cooperate 

25  with  Federal,  State,  and  local  government  agencies  concern- 
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1 ing  the  manufacture,  importation,  export,  distribution,  pre- 

2 scribing,  dispensing,  testing,  or  investigation  of  drug  entities 

3 and  drug  products.  To  this  end,  the  Secretary  is  authorized 

4 to — 

5 (1)  arrange  for  the  exchange  of  information  among 

6 governmental  officials  concerning  drug  entities  and 

7 drug  products; 

8 (2)  cooperate  in  the  institution  and  prosecution  of 

9 cases  in  the  courts  of  the  United  States  and  before  the 

10  licensing  boards  and  courts  of  any  State  or  political 

11  subdivision  thereof; 

12  (3)  accept  from  any  State  or  local  authorities  en- 

13  gaged  in  activities  relating  to  health,  safety,  or  con- 

14  sumer  protection  assistance  in  such  functions  as  data 

15  collection,  investigation,  and  educational  programs,  as 

16  well  as  other  assistance  in  the  administration  and  en- 

17  forcement  of  this  title  which  the  Secretary  may  request 

18  and  which  such  States  or  localities  may  be  able  and 

19  willing  to  provide  and,  if  so  agreed,  may  pay  in  ad- 

20  vance  or  otherwise  for  the  reasonable  cost  of  such 

21  assistance; 

22  (4)  commission  any  qualified  officer  or  employee 

23  of  any  State  or  local  agency  as  an  officer  of  the  Secre- 

24  tary  for  the  purpose  of  conducting  investigations  and 

25  inspections; 
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1 (5)  conduct  training  programs  on  the  regulation  of 

2 drug  entities  and  drug  products;  and 

3 (6)  take  other  steps  necessary  or  desirable  to  co- 

4 ordinate  regulatory  activities,  in  order  to  promote  the 

5 efficiency  and  effectiveness  of,  and  to  minimize  duplica- 

6 tion  of  activities  involving,  the  regulation  of  drug  enti- 

7 ties  and  drug  products. 

8 (b)  Access  to  Records  of  Other  Federal  Agen- 

9 cies. — For  purposes  of  enforcement  of  this  title,  records  of 

10  any  department  or  independent  establishment  in  the  execu- 

1 1 tive  branch  of  the  Government  relating  to  the  administration, 

12  implementation,  or  enforcement  of  this  title  shall  be  open  to 

13  inspection  and  copying  by  any  officer  or  employee  of  the  De- 

14  partment  authorized  by  the  Secretary  to  make  the  inspection, 

15  unless  such  inspection  or  copying  is  otherwise  prohibited  by 

16  law. 

17  (c)  Joint  Regulation  of  Imports  and  Exports 

18  With  the  Secretary  of  the  Treasury. — The  Secre- 

19  tary  of  the  Treasury  and  the  Secretary  shall  jointly  prescribe 

20  regulations  for  the  efficient  implementation  and  enforcement 

21  of  the  provisions  of  sections  119  and  135,  except  as  other- 

22  wise  provided  therein. 

23  (d)  Cooperation  With  Compendial  Officials. — 

24  The  Secretary,  in  implementing  this  title,  shall  cooperate 

25  with  associations  and  scientific  societies  in  the  revision  of  the 
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1 United  States  Pharmacopeia  and  in  the  development  of  meth- 

2 ods  of  analysis  and  mechanical,  chemical,  physical,  and  any 

3 other  tests  necessary  to  carry  out  the  duties  of  the  Secretary 

4 under  this  title. 

5 ADVISORY  COMMITTEES 

6 Sec.  178.  (a)  Drug  Science  Advisory  Commit- 

7 tees. — The  Secretary  shall  appoint  one  or  more  advisory 

8 committees  to  advise  the  Secretary  and  the  Department  with 

9 respect  to  the  issuance,  amendment,  and  revocation  of  mono- 

10  graphs  under  subpart  2 of  part  B.  In  selecting  individuals  to 

11  serve  as  members  of  such  committees,  the  Secretarv  shall 

12  obtain  and  consider  recommendations  from  health  care  pro- 

13  viders,  scientific  investigators,  and  organizations  interested  in 

14  public  health,  particular  diseases,  or  consumer  affairs.  The 

15  Secretary  shall  appoint  individuals  to  be  members  of  the  com- 

16  mittee,  in  such  a manner  that  each  committee  reflects  in  its 

17  composition,  to  the  extent  possible,  scientific,  consumer,  and 

18  health  care  provider  interests.  In  asking  any  such  committee 

19  for  advice  on  whether  a monograph  should  be  issued,  amend- 

20  ed,  or  revoked,  the  Secretary  shall  submit  written  questions 

21  to  the  committee  regarding  each  specific  determination  re- 

22  quired  under  subpart  2 of  part  B to  be  made  in  order  for  such 

23  action  to  be  taken  with  respect  to  such  monograph.  The  advi- 

24  sory  committee  shall  respond  in  writing  to  each  of  the  ques- 

25  tions  posed  by  the  Secretary. 
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1 (b)  Other  Advisory  Committees. — The  Secretary 

2 may,  from  time  to  time,  appoint  committees  to  advise  the 

3 Department  with  respect  to  implementation  of  this  title. 

4 (c)  Compensation. — Members  of  the  committees  may 

5 be  entitled  to  receive  compensation  at  the  rate  fixed  by  the 

6 Secretary,  not  exceeding  the  daily  equivalent  of  the  annual 

7 rate  of  basic  pay  in  effect  for  grade  GS-18  of  the  General 

8 Schedule,  for  each  day,  including  traveltime,  during  which 

9 they  were  engaged  in  the  actual  performance  of  duties.  While 

10  away  from  their  homes  or  regular  places  of  business,  mem- 

11  bers  of  these  committees  may  be  allowed  travel  expenses, 

12  including  per  diem  in  lieu  of  subsistence,  as  authorized  by 

13  section  5703  of  title  5 of  the  United  States  Code. 

14  RESEARCH  PROGRAMS 

15  Sec.  179.  (a)  Authority. — The  Secretary  may  con- 

16  duct  research,  testing,  and  preclinical  and  clinical  investiga- 

17  tions  respecting  drug  entities,  drug  products,  or  any  compo- 

18  nent  of  a drug  entity  or  drug  product. 

19  (b)  Contracts.— The  Secretary  may  award  grants  and 

20  enter  into  contracts  for  research  authorized  by  this  section, 

21  and  may  obtain  drug  entities,  drug  products,  or  components 

22  for  these  purposes  without  regard  to  sections  3648  and  3709 

23  of  the  Revised  Statutes  (31  U.S.C.  539;  41  U.S.C.  5). 
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CONFIDENTIALITY  OF  COMMERCIAL  INFORMATION 

Sec.  180.  (a)  General  Prohibition  Against  Dis- 
closure.— Except  as  provided  in  this  section,  no  officer  or 
employee  of  the  Department  shall  disclose  any  information 
revealed  to,  or  otherwise  obtained  by,  the  Department  or  any 
of  its  representatives,  which  is  exempt  from  disclosure  under 
section  552(b)(4)  of  title  5 of  the  United  States  Code. 

(b)  Disclosure  Relevant  to  Enforcement  Ac- 
tivities.— Information  described  in  subsection  (a)  of  this 
section  may  be  disclosed  as  follows: 

(1)  To  any  officer  or  employee  of  the  United 
States  in  connection  with  the  performance  of  official 
duties. 

(2)  To  the  courts  when  relevant  in  any  judicial 
proceeding. 

(3)  To  a person  other  than  an  officer  or  employee 
of  the  United  States  if  the  Secretary  determines  that 
the  other  person  requires  the  information  in  connection 
with  an  activity  which  is  undertaken  under  contract 
with  the  Secretary,  which  relates  to  the  administration 
of  this  title,  and  with  respect  to  which  the  Secretary  is 
not  prohibited  from  using  the  information.  The  Secre- 
tary shall  require,  as  a condition  to  the  disclosure  of 
information  under  this  paragraph,  that  the  person  re- 
ceiving it  take  such  security  precautions  respecting  the 
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1 storage,  use,  and  further  disclosure  of  information  re- 

ceived that  the  Secretary  may,  by  regulation,  pre- 

3 scribe. 

4 (4)  Whenever  the  Secretary  determines  that  dis- 

5 closure  is  necessary  to  reduce  a risk  of  serious  illness 

6 or  serious  injury  to  patients  or  a risk  to  the  public 

7 health. 

(c)  Effect  of  Disclosure  Under  This  Section. — 
9 Disclosure  of  information  under  subsection  (b)  of  this  section 
10  shall  not  (1)  constitute  release  of  the  information  to  the  gen- 
ii eral  public,  (2)  remove  the  exemption  from  mandatory  disclo- 

12  sure  otherwise  pertaining  under  section  552(b)(4)  of  title  5 of 

13  the  United  States  Code,  or  (3)  constitute  a violation  of  sec- 

14  tion  1905  of  title  18  of  the  United  States  Code. 

15  BURDEN  OF  PROOF 

16  Sec.  181.  (a)  Claims  of  Licensure,  Registration, 

17  OR  Permit. — In  any  administrative  or  judicial  proceeding 

18  under  this  title,  a person  claiming  to  be  the  duly  authorized 

19  holder  of  a license,  registration,  or  permit  issued  under  sub- 

20  part  4,  5,  or  6 of  part  B of  this  title,  shall  have  the  burden  of 

21  proof,  including  the  burden  of  going  forward  with  the  evi- 

22  dence  and  the  burden  of  persuasion  with  respect  to  such  li- 

23  cense,  registration,  or  permit. 

24  (b)  Claims  of  Exemptions. — In  any  administrative 

25  or  judicial  proceeding  under  this  title,  a person  claiming  the 
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1 benefit  of  any  exemption,  exception,  or  variance  set  forth  or 

2 permitted  in  this  title  (including  any  under  section  113,  114, 

3 115,  120,  126,  146,  151,  156,  158,  or  175),  shall  have  the 

4 burden  of  proof,  including  the  burden  of  going  forward  with 

5 the  evidence  and  the  burden  of  persuasion  with  respect  to 

6 such  exemption,  exception,  or  variance. 

7 JUDICIAL  REVIEW 

8 Sec.  182.  (a)  Jurisdiction. — Any  person  entitled  to 

9 obtain  review  of  an  order  of  the  Secretary  under  this  title 

10  may  do  so  in  the  United  States  Court  of  Appeals  for  the 

11  District  of  Columbia  or  for  the  circuit  in  which  such  person’s 

12  principal  place  of  business  is  located,  upon  petition  filed  with 

13  the  court  and  served  upon  the  Secretary  within  sixty  days 

14  after  receiving  notice  of  the  final  order.  Upon  the  filing  of  a 

15  petition,  the  court  shall  have  exclusive  jurisdiction  to  affirm, 

16  modify,  or  set  aside  the  order,  except  that  until  the  filing  of 

17  the  certified  record,  the  Secretary  may  modify  or  set  aside 

18  the  order. 

19  (b)  Certified  Record. — Within  forty  days  after  re- 

20  ceipt  of  the  petition,  the  Secretary  shall  certify  to  and  file  in 

2 1 the  court  the  record  upon  which  the  order  complained  of  was 

22  entered,  as  provided  in  section  2112  of  title  28  of  the  United 

23  States  Code. 

24  (c)  Scope  of  Review. — No  objection  to  the  order  of 

25  the  Secretary  shall  be  considered  by  the  court  unless  the  ob- 
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1 jection  was  urged  at  the  appropriate  time  during  the  adminis- 

2 trative  proceedings  or  unless  there  were  reasonable  grounds 

3 for  failure  so  to  urge  it.  The  findings  of  the  Secretary  as  to 

4 the  facts  shall  be  conclusive,  (1)  with  respect  to  all  orders  of 

5 the  Secretary  under  this  title  (except  orders  issued  under  sub- 

6 parts  4,  5,  and  6 of  part  B,  or  under  section  163)  unless  the 

7 findings  are  shown  to  be  arbitrary  or  capricious,  or  (2)  with 

8 respect  to  orders  of  the  Secretary  under  subparts  4,  5,  and  6 

9 of  part  B,  and  under  section  163,  if  supported  by  substantial 

10  evidence.  If  any  person  applies  to  the  court  for  leave  to 

11  adduce  additional  evidence,  and  shows  to  the  satisfaction  of 

12  the  court  that  the  additional  evidence  is  material  and  that 

13  there  were  reasonable  grounds  for  failing  to  adduce  the  evi- 

14  dence  in  the  administrative  proceeding,  the  court  may 

15  remand  the  matter  to  the  Secretary  in  order  to  permit  addi- 

16  tional  evidence  to  be  taken  before  the  Secretary  (to  be  ad- 

17  duced  in  the  manner  and  upon  the  terms  and  conditions  that 

18  the  court  may  determine),  and  to  permit  the  Secretary  to 

19  reconsider  and,  if  appropriate,  to  modify  or  set  aside,  the 

20  Secretary’s  original  findings  of  fact  or  the  Secretary’s  origi- 

21  nal  order. 

22  (d)  Finality  of  Judgment. — The  judgment  of  the 

23  court  affirming,  modifying,  or  setting  aside  any  order  of  the 

24  Secretary  shall  be  final,  subject  to  review  by  the  Supreme 

25  Court  of  the  United  States  upon  certiorari  or  certification  as 
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1 provided  in  section  1254  of  title  28  of  the  United  States 

2 Code. 

3 citizens’  petitions 

4 Sec.  183.  (a)  In  General. — Any  person  may  petition 

5 the  Secretary  to  initiate  a proceeding  for  the  issuance, 

6 amendment,  or  repeal  of  any  regulation  authorized  by  this 

7 title. 

8 (b)  Administrative  Procedures. — (1)  A petition 

9 under  this  section  shall  set  forth  the  facts  which  it  is  claimed 

10  establish  that  it  is  necessary  or  appropriate  for  the  Secretary 

11  to  take  the  action  requested  in  the  petition. 

12  (2)  The  Secretary  may  hold  a public  hearing  or  may 

13  conduct  such  investigation  or  proceeding  as  the  Secretary 

14  finds  appropriate  in  order  to  determine  whether  or  not  such 

15  petition  should  be  granted. 

16  (3)  Within  one  hundred  and  eighty  days  after  filing  of  a 

17  petition  described  in  paragraph  (1),  the  Secretary  shall  either 

18  grant  or  deny  the  petition  or  inform  the  petitioner  in  writing 

19  why  the  Secretary  has  been  unable  to  reach  a decision  on  the 

20  petition.  If  the  Secretary  grants  the  petition,  the  Secretary 

21  shall  commence  an  appropriate  proceeding  in  accordance 

22  with  the  procedure  required  by  this  title  and  by  title  5 of  the 

23  United  States  Code.  If  the  Secretary  denies  the  petition,  the 

24  Secretary  shall  either  publish  in  the  Federal  Kegister  the 
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Secretary’s  reasons  for  the  denial  or  provide  the  petitioner  a 
document  setting  forth  these  reasons. 

(c)  Judicial  Action. — If  the  Secretary  denies  a peti- 
tion filed  under  this  section  (or  if  the  Secretary  fails  to  grant 
or  deny  such  petition  within  the  one  hundred  and  eighty  day 
period  and  to  notify  the  petitioner  in  writing  why  no  decision 
has  been  made)  the  petitioner  may  commence  a civil  action  in 
a district  court  of  the  United  States  to  compel  the  Secretary 
to  initiate  the  proceeding  requested  in  the  petition.  Any  such 
action  shall  be  filed  within  sixty  days  after  the  Secretary’s 
denial  of  the  petition  or,  if  the  Secretary  fails  to  grant  or 
deny  the  petition  or  properly  to  notify  the  petitioner  within 
one  hundred  and  eighty  days  after  filing  the  petition,  within 
sixty  days  after  the  expiration  of  the  one  hundred  and  eighty 
day  period. 

(d)  Award  of  Costs  and  Fees. — The  court,  in  issu- 
ing any  final  order  in  any  action  brought  pursuant  to  subsec- 
tion (c),  may  award  costs  of  suit  and  reasonable  fees  for  at- 
torneys and  expert  witnesses  if  the  court  determines  that 
such  an  award  is  appropriate.  Any  court,  in  issuing  its  deci- 
sion in  an  action  brought  to  review  such  an  order,  may  award 
costs  of  suit  and  reasonable  fees  for  attorneys  if  the  court 
determines  that  such  an  award  is  appropriate. 
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(e)  Savings  Provision. — The  remedies  under  this  sec- 
tion shall  be  in  addition  to,  and  not  in  lieu  of,  other  remedies 
provided  by  law. 

COMPENSATION  FOR  FEES  AND  EXPENSES 

Sec.  184.  (a)  Authority. — The  Secretary  may,  pur- 
suant to  regulations  prescribed  under  this  section,  provide 
compensation  for  reasonable  attorneys’  fees,  expert  witness 
fees,  and  other  costs  of  participating  in  a proceeding  for  the 
issuance,  amendment,  suspension,  or  revocation  of  a mono- 
graph under  subpart  2 of  part  B,  to  any  person — 

(1)  who  represents  an  interest  which  would  sub- 
stantially contribute  to  a fair  and  informed  determina- 
tion of  the  issues  to  be  resolved  in  the  proceeding,  and 

(2)  if — 

(A)  the  economic  interest  of  such  person  is 
small  in  comparison  to  the  costs  of  effective  par- 
ticipation in  the  proceeding  by  such  person,  or 

(B)  such  person  demonstrates  to  the  satisfac- 
tion of  the  Secretary  that  such  person  does  not 
have  sufficient  resources  adequately  to  participate 
in  the  proceeding  without  compensation  under  this 
subparagraph. 

(b)  Determination  of  Contribution. — In  de- 
termining for  purposes  of  subsection  (a)(1)  whether  an 
interest  will  substantially  contribute  to  a fair  and  in- 
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1 formed  determination  of  the  issues  to  be  resolved  in  a 

2 proceeding,  the  Secretary  shall  take  into  account  the 

3 number  and  complexity  of  such  issues  and  the  extent 

4 to  which  representations  of  such  interest  will  contrib- 

5 ute  to  public  participation  in  the  proceeding  and  repre- 

6 sentation  of  a fair  balance  of  interests  for  the  resolution 

7 of  such  issues. 

8 (c)  Limit  on  Compensation. — (1)  In  determining 

9 whether  compensation  should  be  provided  to  a person  under 

10  subsection  (a),  the  Secretary  shall  take  into  account  the  abili- 

11  ty  of  such  person  to  bear  all  or  some  of  the  financial  burden 

12  incurred  by  such  person  in  connection  with  a proceeding. 

13  (2)  The  rate  of  compensation  for  any  fee  established  by 

14  the  Secretary  by  regulation  under  subsection  (a)  may  not 

15  exceed  75  per  centum  of  the  rate  in  effect  for  the  last  step  of 

16  grade  GS-13  of  the  General  Schedule  at  the  time  the  serv- 

17  ices  for  which  the  fee  is  sought  were  performed. 

18  ENCOURAGEMENT  OF  JOINT  ACTIVITIES 

19  Sec.  185.  The  Secretary  may,  in  accordance  with  regu- 

20  lation  issued  by  the  Secretary  after  consultation  with  the  At- 

21  tomey  General  and  the  Chairman  of  the  Federal  Trade  Com- 

22  mission,  encourage  or  require  licensees  under  subpart  4 for 

23  drug  products  under  a single  monograph,  or  under  mono- 

24  graphs  for  related  drug  entities,  to  join  in  conducting  surveil- 

25  lance  activities  required  under  section  108  (h)  or  in  conduct- 
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1 ing  investigations  required  under  section  108(i),  in  order  to 

2 reduce  the  exposure  of  humans  to  risks  to  their  health  and 

3 rights,  to  prevent  the  waste  of  scarce  scientific  resources,  and 

4 to  promote  competition.  Nothing  in  this  section  is  intended  to 

5 create  any  exception  to  the  antitrust  laws  or  defense  to  any 

6 action  under  the  Sherman  Act  (15  U.S.C.  1),  the  Clayton 

7 Act  (15  U.S.C.  12),  or  the  Federal  Trade  Commission  Act 

8 (15  U.S.C.  41). 

9 Part  F — Conforming,  Transitional,  Effective 

10  Date,  and  Other  General  Provisions 

11  REPEALS  AND  CONFORMING  AMENDMENTS 

12  Sec.  191.  Within  one  hundred  and  eighty  days  follow- 

13  ing  the  date  of  the  enactment  of  this  title,  the  Secretary  shall 

14  recommend  to  the  Congress  for  enactment  those  amendments 

15  to  laws  related  to  this  title  that  the  Secretary  determines  are 

16  required  to  bring  those  laws  into  conformity  with  this  title. 

17  EFFECTIVE  DATES  AND  TRANSITIONAL  PROVISIONS 

18  Sec.  192.  (a)  In  General. — Except  as  otherwise  pro- 

19  vided  in  this  section,  this  title  shall  become  effective  upon 

20  enactment. 

21  (2)  Prohibited  Acts. — Section  161  shall  not  apply 

22  with  respect  to  a requirement  under  this  title  until  the  re- 

23  quirement  takes  effect  as  prescribed  by  this  section. 

24  (b)  Drug  Monographs. — Subpart  2 of  part  B of  this 

25  title  shall  become  effective  as  follows: 
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(1)  “Effective”  prescription  “new  drugs”, 

ANTIBIOTIC  DRUGS,  AND  INSULIN. — (A)  Subpart  2 of 
part  B of  this  title  shall  become  effective  36  months 
following  the  date  of  the  enactment  of  this  title,  with 
respect  to — 

(i)  any  drug  entity  or  drug  product  for  which 
an  application  filed  pursuant  to  section  505(b)  of 
the  Federal  Food,  Drug,  and  Cosmetic  Act  was 
“effective”  and  “approved”,  within  the  meaning 
of  that  section,  on  the  day  preceding  the  date  of 
enactment  of  this  title,  and  which  could  only  be 
dispensed  on  a prescription  under  section  503(b) 
of  such  Act, 

(ii)  any  drug  or  drug  product  which  is  subject 
to  certification  regulations  issued  prior  to  the  date 
of  enactment  of  this  title  pursuant  to  section  507 
of  the  Federal  Food,  Drug,  and  Cosmetic  Act, 
and  which  could  only  be  dispensed  on  a prescrip- 
tion under  section  503(h)  of  such  Act,  and 

(iii)  any  drug  or  drug  product  composed 
wholly  or  partly  of  insulin  which  is  subject  to  cer- 
tification regulations  prior  to  the  date  of  enact- 
ment of  this  title  pursuant  to  section  506  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act. 
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(B)  Before  the  effective  date  under  this  paragraph, 
the  Secretary  shall  issue  an  initial  monograph  in  ac- 
cordance with  section  193  for  each  drug  entity  subject 
to  this  paragraph. 

(2)  “Less  than  effective’’  prescription 
“new  drugs”  and  antibiotic  drugs  subject  to 
FURTHER  TESTING  REQUIREMENTS. — (A)  Subpart  2 
of  Part  B of  this  title  shall  become  effective  sixty 
months  following  the  date  of  enactment  of  this  title, 
with  respect  to  any  drug  entity  or  drug  product  which 
could  only  be  dispensed  on  a prescription  under  section 
503(b)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act — 
(i)(D  for  which  an  application  filed  pursuant 
to  section  505(b)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  was  “effective”  within  the  meaning 
of  that  section,  and  was  “deemed  approved”  pur- 
suant to  section  107(c)(2)  of  the  Drug  Amend- 
ments of  1962,  on  the  day  preceding  the  date  of 
enactment  of  this  title;  or  (II)  which  is  subject  to 
certification  regulations  issued  prior  to  the  date  of 
enactment  of  this  title  pursuant  to  section  507  of 
the  Federal  Food,  Drug,  and  Cosmetic  Act  on  the 
day  preceding  the  date  of  enactment  of  this  title; 
and 
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(ii)  for  which  the  Secretary  has  not  issued  a 
final  order,  under  the  procedures  governing  the 
drug  efficacy  study  applicable  to  such  drug  entity 
or  drug  product,  determining  the  drug  to  be  “ef- 
fective” within  the  meaning  of  section  505(d)  of 
the  Federal  Food,  Drug,  and  Cosmetic  Act;  and 

(iii)  which  the  Secretary  has  determined  may 
remain  on  the  market  pending  completion  of  sci- 
entific tests  to  determine  effectiveness  where 
there  is  a compelling  justification  of  the  medical 
need  for  the  drug  entity  or  drug  product. 

(B)  Before  the  effective  date  under  this  paragraph, 
the  Secretary  shall  either  issue  an  initial  monograph  in 
accordance  with  section  193,  or  a notice  described  in 
clause  (iii)  of  subparagraph  (3)(A)  of  this  subsection,  for 
each  drug  entity  subject  to  this  paragraph. 

(3)  “Less  than  effective”  prescription 
“new  drugs”  and  antibiotic  drugs  subject  to 

FINDINGS  THAT  THE  DRUGS  HAVE  NOT  BEEN  SHOWN 
TO  be  effective. — (A)  Except  as  provided  in  para- 
graph (2)  of  this  subsection,  subpart  2 of  part  B of  this 
title  shall  become  effective  36  months  following  the 
date  of  enactment  of  this  title,  with  respect  to  any 
drug  entity  or  drug  product  which  could  only  be  dis- 
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pensed  on  a prescription  under  section  503(b)  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act — 

(i) (I)  for  which  an  application  filed  pursuant 
to  section  505(b)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  was  “effective”  within  the  meaning 
of  that  section,  and  was  “deemed  approved”  pur- 
suant to  section  107(c)(2)  of  the  Drug  Amend- 
ments of  1962,  on  the  day  preceding  the  enact- 
ment date  of  this  title;  or  (H)  which  is  subject  to 
certification  regulations  issued  prior  to  the  date  of 
enactment  of  this  title  pursuant  to  section  507  of 
the  Federal  Food,  Drug,  and  Cosmetic  Act; 

(ii)  for  which  the  Secretary  has  not  issued  a 
final  order,  under  the  procedures  governing  the 
drug  efficacy  study  applicable  to  such  drug  entity 
or  drug  product,  determining  the  drug  entity  or 
drug  product  to  be  “effective”  within  the  meaning 
of  section  505(d)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act;  and 

(iii)  for  which  the  Secretary  has  issued  a 
notice  of  opportunity  for  hearing,  under  the  proce- 
dures governing  the  drug  efficacy  study  applicable 
to  such  drug  entity  or  drug  product,  stating  that 
the  drug  entity  or  drug  product,  has  not  been 
shown  to  he  “effective”  within  the  meaning  of 
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section  505(d)  of  the  Federal  Food,  Drug,  and 

Cosmetic  Act. 

(B)  Before  the  effective  date  under  this  paragraph, 
the  Secretary  shall  either  issue  an  initial  monograph  in 
accordance  with  section  193  or  shall  withdraw  approv- 
al of  the  application  or  revoke  the  certification  regula- 
tion in  accordance  with  the  procedures  set  forth  in  sec- 
tion 111  of  this  title  and  not  the  procedures  set  forth 
in  section  505  or  507  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

(4)  Nonprescription  drugs. — (A)  Subpart  2 of 
part  B of  this  title  shall  become  effective  sixty  months 
following  the  date  of  enactment  of  this  title  with  re- 
spect to  any  drug  entity  or  drug  product  which  could 
be  dispensed  without  a prescription  under  section 
503(b)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act 
and  which  is  subject  to  the  procedures  and  standards 
established  by  the  Secretary  for  determining  whether 
these  drug  entities  and  drug  products  are  generally 
recognized  as  safe  and  effective  and  not  misbranded. 

(B)  Before  the  effective  date  under  this  paragraph, 
the  Secretary  shall  issue,  in  accordance  with  those  pro- 
cedures and  standards  as  they  may  from  time  to  time 
be  amended,  for  each  drug  entity  or  drug  product  sub- 
ject to  this  paragraph,  either  a monograph  or  a final 
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order  excluding  the  drug  entity  from  a monograph.  A 
monograph  issued  under  the  procedures  and  standards 
referred  to,  notwithstanding  any  differences  between 
those  procedures  and  standards  and  the  requirements 
of  subpart  2 of  part  B,  shall  have  the  same  status  as  a 
monograph  issue  in  accordance  with  subpart  2 of  part 
B. 

(C)  With  respect  to  any  drug  entity  or  drug  prod- 
uct which  is  described  in  paragraph  (1),  (2),  or  (3)  of 
this  subsection  and  which  is  also  subject  to  the  proce- 
dures referred  to  in  this  paragraph,  the  provisions  of 
paragraph  (1),  (2),  or  (3)  shall  apply  unless  the  Secre- 
tary, by  a notice  published  in  the  Federal  Register,  de- 
termines that  it  would  promote  the  efficient  administra- 
tion of  this  title  to  apply  the  provisions  of  this  para- 
graph instead  to  the  drug  entity  or  drug  product. 

(5)  Licensed  biological  drugs. — (A)  Except 
as  provided  in  paragraph  (6)  of  this  subsection,  subpart 
2 of  part  B of  this  title  shall  become  effective  thirty-six 
months  following  the  date  of  enactment  of  this  title 
with  respect  to  any  biological  drug  entities  or  biologi- 
cal drug  products  for  which  a product  license  filed  pur- 
suant to  section  351  of  the  Public  Health  Service  Act 
was  approved  and  in  effect  on  the  day  preceding  the 
enactment  date  of  this  title. 
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(B)  Before  the  effective  date  under  this  paragraph, 
the  Secretary  shall  issue  an  initial  monograph  in  ac- 
cordance with  section  193  for  each  drug  entity  subject 
to  this  paragraph. 

(6)  Licensed  biological  drug  subject  to 
further  review. — (A)  Subpart  2 of  part  B of  this 
title  shall  become  effective  sixty  months  following  the 
date  of  enactment  of  this  title  with  respect  to  any  bio- 
logical drug  entity  or  biological  drug  product: 

(i)  for  which  a product  license  filed  pursuant 
to  section  351  of  the  Public  Health  Service  Act 
was  approved  and  in  effect  on  the  day  preceding 
the  date  of  the  enactment  of  this  title,  and 

(ii)  which  is  subject  to  the  procedures  estab- 
lished by  the  Secretary  for  determining  whether 
these  drug  entities  are  generally  recognized  as 
safe  and  effective  and  not  misbranded. 

(B)  Before  the  effective  date  under  this  paragraph, 
the  Secretary  shall  issue,  in  accordance  with  those  pro- 
cedures, for  each  drug  entity  subject  to  this  subpara- 
graph either  a monograph  or  a final  order  excluding 
the  drug  entity  from  a monograph.  A monograph 
issued  under  the  procedures  referred  to  shall  have  the 
same  status  of  a monograph  issued  in  accordance  with 
subpart  2 of  part  B. 
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(7)  Drugs  pending  approval. — (A)  Subpart  2 
of  part  B of  this  title  shall  become  effective  as  provided 
in  subparagraph  (B)  with  respect  to  any  drug  entity  or 
drug  product — 

(i)  which  is  subject  to  an  application  filed 
pursuant  to  section  505(b)  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act  prior  to,  but  not  “ap- 
proved” within  the  meaning  of  that  section  on  or 
before,  twelve  months  following  the  date  of  enact- 
ment of  this  title; 

(ii)  which  is  subject  to  a petition  for  the  issu- 
ance of  certification  regulations  filed  pursuant  to 
section  507(f)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  prior  to,  but  not  acted  upon  on  or 
before,  twelve  months  following  the  date  of  enact- 
ment of  this  title;  or 

(iii)  which  is  subject  to  an  application  for  a 
license  filed  pursuant  to  section  351  of  the  Public 
Health  Service  Act  prior  to,  but  not  approved 
pursuant  to  that  section  on  or  before,  twelve 
months  following  the  date  of  enactment  of  this 
title. 

(B)  Subpart  2 of  part  B of  this  title  shall  become 
effective  with  respect  to  drugs  described  in  subpara- 
graph (A)  on  whichever  of  the  following  first  occurs: 
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(i)  Twenty-four  months  following  the  date  of 
enactment  of  this  title. 

(ii)  Upon  issuance  of  an  order  by  the  Secre- 
tary denying  approval  of  the  application  or  declin- 
ing to  issue  the  certification  regulation. 

(iii)  Upon  issuance  of  an  order  by  the  Secre- 
tary approving  the  application  or  issuing  the  certi- 
fication regulation  (in  which  case  the  Secretary 
shall,  within  three  months  of  issuing  such  an 
order  with  respect  to  the  drug,  issue  an  initial 
monograph  for  the  drug  in  accordance  with  sec- 
tion 193). 

(8)  “Grandfathered”  drugs. — (A)  With  re- 
spect to  any  drug  entity  or  drug  product  for  which  an 
exemption  was  claimed  from  the  definition  of  “new 
drug”  under  section  201(p)(l)  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act  on  the  date  of  enactment  of 
this  title,  or  for  which  an  exemption  was  claimed  from 
the  certain  provisions  of  the  Drug  Amendments  of 
1962  by  reason  of  section  107(c)  of  those  Amend- 
ments, subpart  2 of  part  B of  this  title  shall  become 
effective  one  hundred  and  twenty  months  following  the 
date  of  enactment  of  this  title. 

(B)  Within  twenty-four  months  following  the  date 
of  enactment  of  this  title,  the  Secretary  shall  promul- 
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1 gate  special  procedures  and  standards  for  the  review  of 

2 the  effectiveness  risks,  and  safety  of  all  drug  entities 

3 and  drug  products  described  in  subparagraph  (A). 

4 (C)  Before  the  effective  date  under  this  paragraph, 

5 the  Secretary  shall  issue  a monograph  in  accordance 

6 with  the  procedures  and  standards  promulgated  under 

7 subparagraph  (B)  for  each  drug  entity  or  drug  product 

8 subject  to  this  paragraph  which  upon  review  has  been 

9 found  to  be  effective  and  safe. 

10  (9)  Homeopathic  drugs. — With  respect  to  any 

11  drug  entity  or  drug  product  recognized  in  the  official 

12  Homeopathic  Pharmacopeia  as  of  the  date  of  enact- 

13  ment  of  this  title,  subparts  3 and  8 of  part  B of  this 

14  title  shall  become  effective  on  the  date  of  enactment  of 

15  this  title. 

16  (10)  All  other  drugs. — Part  B of  this  Act 

17  shall  become  effective  twelve  months  following  the 

18  date  of  enactment  of  this  title  with  respect  to  any  drug 

19  entity  or  drug  product  not  specifically  described  in 

20  paragraphs  (1)  through  (9)  of  this  subsection. 

21  (c)  Licenses  for  Drug  Products. — (1)  Subpart  4 of 

22  part  B of  this  title  shall  become  effective  with  respect  to  any 

23  drug  product  eligible  for  licensure  under  a monograph  issued 

24  in  accordance  with  subsection  (b)  on  the  date  six  months  fol- 

25  lowing  the  date  of  issuance  of  that  monograph. 
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1 (2)  The  provisions  of  section  121(b)  shall  not  apply  to 

2 any  monograph  for  a drug  entity  issued  under  section  193, 

3 except  to  the  extent  that  any  limited  eligibility  would  remain 

4 in  effect  after  the  issuance  of  the  monograph  if  this  title  had 

5 been  in  effect  five  years  prior  to  its  effective  date  and  if  the 

6 monograph  had  been  issued  at  the  same  time  as  the  approval 

7 for  marketing  the  drug  entity,  if  any,  was  issued  under  chap- 

8 ter  V of  the  Federal  Food,  Drug,  and  Cosmetic  Act  or  sec- 

9 tion  351  of  the  Public  Health  Service  Act. 

10  (3)  Any  drug  product  with  respect  to  which  an  applica- 

11  tion  filed  pursuant  to  section  505(b)  of  the  Federal  Food, 

12  Drug,  and  Cosmetic  Act  was  “effective”  and  “approved”  or 

13  “deemed  approved”  within  the  meaning  of  that  section,  or 

14  with  respect  to  which  a biological  product  license  filed  pursu- 

15  ant  to  section  351  of  the  Public  Health  Service  Act  was 

16  approved  and  in  effect,  and  any  drug  product  which  could  be 

17  dispensed  without  a prescription  under  section  503(b)  of  the 

18  Federal  Food,  Drug,  and  Cosmetic  Act  and  which  was  listed 

19  in  accordance  with  section  510(j)  of  that  Act,  on  the  day 

20  preceding  the  effective  date  under  this  paragarph  shall  be 

21  deemed  to  be  licensed  on  the  effective  date. 

22  (4)  Any  drug  product  which  is  eligible  for  licensure 

23  under  a monograph  and  with  respect  to  which  an  application 

24  for  a product  license  was  submitted  to  the  Secretary  on  the 
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1 day  preceding  the  effective  date  under  this  paragraph  shall  be 

2 deemed  to  be  licensed  on  the  effective  date. 

3 (d)  Registration  for  Investigational  Use  of 

4 Drug  Products. — (1)  Subpart  5 of  part  B of  this  title  shall 

5 become  effective  twenty-four  months  following  the  date  of 

6 enactment  of  this  title. 

7 (2)  Any  drug  product  subject  to  an  exemption  granted 

8 under  section  505(i)  or  507(d)  of  the  Federal  Food,  Drug,  and 

9 Cosmetic  Act  and  in  effect  on  the  day  preceding  the  effective 

10  date  under  this  subsection  shall  be  deemed  to  be  registered 

11  on  the  effective  date. 

12  (e)  Export  Permits  for  Drug  Products. — Subpart 

13  6 of  part  B of  this  title  shall  become  effective  twelve  months 

14  following  the  date  of  enactment  of  this  title. 

15  (f)  Information  Labeling  for  Patients. — Section 

16  151  of  this  title  shall  become  effective  upon  the  date  of  enact- 

17  ment  of  this  title.  The  Secretary  shall,  within  twelve  months 

18  following  the  date  of  the  enactment  of  this  title,  publish  in  the 

19  Federal  Register  a list  of  priorities  for  requiring  prescription 

20  drug  products  to  be  accompanied  by  information  labeling  for 

21  patients.  Such  priorities  shall  he  based  upon  consideration  of 

22  the  frequency  of  the  use  of  drug  products  containing  particu- 

23  lar  drug  entities,  the  frequency  of  use  of  such  drug  products 

24  for  a purpose  or  in  a manner  other  than  that  set  forth  in  the 

25  information  labeling,  the  frequency  of  occurrence  of  adverse 
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1 effects  from  the  use  of  such  drug  product,  the  seriousness  of 

2 such  adverse  effects,  and  the  potential  for  misuse  or  abuse  of 

3 such  drug  products. 

4 (g)  Federal  Drug  Compendium. — Section  155  of 

5 this  title  shall  become  effective  thirty-six  months  following 

6 the  date  of  enactment  of  this  title. 

7 ISSUANCE  OF  INITIAL  MONOGRAPHS 

8 Sec.  193.  (a)  Content  and  Procedures. — When  so 

9 directed  by  section  192  of  this  title,  the  Secretary  shall  issue 

10  initial  monographs  in  accordance  with  the  following: 

11  (1)  The  monographs  shall  be  issued  as  final 

12  orders,  without  regard  to  the  procedures  set  forth 

13  either  in  subpart  2 of  part  B of  this  title  or  in  sub- 

14  chapter  II  of  chapter  5 of  title  5 of  the  United  States 

15  Code. 

16  (2)  The  portions  of  the  monograph  containing  the 

17  requirements  and  guidelines  for  contents  of  the  infor- 

18  mation  labeling  for  a drug  product  shall  be  based  solely 

19  upon  the  following: 

20  (i)  Any  specific  requirements  applicable  to 

21  the  labeling  of  such  a drug  product  on  the  day  im- 

22  mediately  preceding  the  issuance  of  the  mono- 

23  graph. 

24  (ii)  Where  no  specific  requirements  existed, 

25  appropriate  information  labeling  used  for  such  a 
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drug  product  in  compliance  with  the  Federal 
Food,  Drug,  and  Cosmetic  Act  or  with  section 
351  of  the  Public  Health  Service  Act,  as  applica- 
ble, on  the  day  immediately  preceding  the  issu- 
ance of  the  monograph. 

(3)  The  portions  of  the  monograph  containing  the 
standards  and  requirements  for  licensure  of  drug  prod- 
ucts under  the  monograph  shall  be  based  solely  upon 
the  standards  and  conditions  applicable  to  such  prod- 
ucts on  the  day  immediately  preceding  the  issuance  of 
the  monograph,  except  as  follows: 

(i)  For  prescription  drug  products  which  were 
subject  to  section  505  of  that  Act  on  the  date  of 
enactment  of  this  title,  the  Secretary  shall  not  re- 
quire the  submission  of  any  preclinical  or  clinical 
data  or  information  regarding  the  risk  or  effective- 
ness of  the  drug  product  unless  the  Secretary  de- 
termines that  these  data  or  information  are  neces- 
sary to  determine  that  the  drug  product  is  eligible 
for  licensure  or  may  be  licensed  under  the  mono- 
graph, except  insofar  as  such  is  required  pursuant 
to  sections  121(b)  and  192(c)(2). 

(ii)  For  any  drug  subject  to  requirements  for 
listing  under  section  510(j)  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act,  but  not  to  the  require- 
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1 ments  of  section  505,  506,  or  507  of  that  Act,  the 

2 Secretary  shall  not  require  the  submission  of  any 

3 information  other  than  that  described  in  section 

4 122(a).  This  restriction  shall  not  apply  with  re- 

5 spect  to  any  drug  product  which  was  exempt  from 

6 the  requirements  of  section  505,  506,  or  507  of 

7 the  Federal  Food,  Drug,  and  Cosmetic  Act  solely 

8 because  the  drug  product  was  not  in  interstate 

9 commerce. 

10  (b)  Status  of  Initial  Monogeaphs. — Any  initial 

11  monograph  issued  pursuant  to  this  section  shall  have  the 

12  same  status  as  a monograph  issued  pursuant  to  subpart  2 of 

13  part  B of  this  title,  and  shall  thereafter  be  subject  to  the 

14  standards  and  procedures  for  amendment,  revocation,  suspen- 

15  sion,  and  judicial  review  provided  for  a monograph  issued 

16  pursuant  to  that  subpart. 

17  PENDING  PEOCEEDINGS 

18  Sec.  194.  (a)  Ceiminal  Peosecutions. — Prosecu- 

19  tions  for  any  violation  of  law  relating  to  a drug  entity  or  drug 

20  product  occurring  prior  to  the  effective  dates  of  section  192 

21  shall  not  be  affected  by  the  repeals  or  amendments  made  by 

22  part  F of  this  title,  or  abated  by  reason  thereof. 

23  (b)  Civil  Actions. — Civil  seizures  or  forfeitures  and 

24  injunctive  proceedings  relating  to  a drug  entity  or  drug  prod- 

25  uct  commenced  prior  to  the  effective  dates  of  section  192 
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1 shall  not  be  affected  by  the  repeals  or  amendments  made  by 

2 part  F of  this  title,  or  abated  by  reason  thereof. 

3 (c)  Administrative  Proceedings. — Except  as  pro- 

* # 

4 vided  in  subsection  (b)(3)  of  section  193,  administrative  pro- 

5 ceedings  relating  to  a drug  entity  or*  drug  product  pending 

6 before  the  Secretary  on  the  effective  dates  of  section  192 

7 shall  not  be  affected  by  the  repeals  or  amendments  made  by 

8 this  title  or  abated  by  reason  thereof. 

9 CONTINUATION  OF  REGULATIONS 

10  Sec.  195.  Any  orders,  rules,  and  regulations  which 

11  have  been  promulgated  under  any  law  affected  by  this  title 

12  and  which  are  in  effect  on  the  day  preceding  enactment  of 

13  this  title  shall  continue  in  effect  until  modified,  superseded,  or 

14  repealed. 

15  SAVINGS  PROVISIONS 

16  Sec.  196.  (a)  Specified  Laws. — Nothing  in  this  title, 

17  except  this  part,  shall  be  construed  as  in  any  way  affecting, 

18  modifying,  repealing,  or  suspending  the  provisions  of  any  of 

19  the  following  Acts: 

20  (1)  The  provisions  of  the  Act  of  Congress  ap- 

21  proved  March  14,  1913  (37  Stat.  832-833)  relating  to 

22  viruses,  serums,  toxins,  and  analogous  products  appli- 

23  cable  to  domestic  animals. 

24  (2)  The  Controlled  Substances  Act  (21  U.S.C. 


25 
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1 (3)  The  Controlled  Substances  Import  and  Export 

2 Act  (21  U.S.C.  951). 

3 (4)  The  Sherman  Act  (15  U.S.C.  1). 

4 (5)  The  Wilson  Tariff  Act  (15  U.S.C.  8 and  9). 

5 (6)  The  Clayton  Act  (15  U.S.C.  12). 

6 (7)  The  Act  of  June  9,  1936,  ch.  592  (15  U.S.C. 

7 13,  13a,  and  212). 

8 (8)  The  Federal  Trade  Commission  Act  (15 

9 U.S.C.  41). 

10  (b)  Authority  of  the  Secretary  of  the  Treas- 

11  ury  and  the  Attorney  General. — Nothing  in  this  title 

12  shall  derogate  either  from  the  authority  of  the  Secretary  of 

13  the  Treasury  under  the  customs  and  related  laws,  or  from  the 

14  authority  of  the  Attorney  General  under  the  laws  relating  to 

15  controlled  substances. 

16  APPLICATION  OF  STATE  LAW 

17  Sec.  197.  (a)  General  Rule. — Except  as  provided  in 

18  subsection  (b),  no  State  or  political  subdivision  of  a State  may 

19  establish  or  continue  in  effect  with  respect  to  a drug  product 

20  any  requirement — 

21  (1)  which  is  different  from  or  in  addition  to  any 

22  requirement  applicable  under  this  title  to  the  drug 

23  product,  and 

24  (2)  which  relates  to  the  packaging  or  labeling  of 


25 
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1 (b)  Exempt  Requirements. — Upon  application  of  a 

2 State  or  political  subdivision  of  a State,  the  Secretary  may, 

3 by  regulations  promulgated  after  notice  and  opportunity  for  a 

4 public  hearing,  exempt  from  subsection  (a),  under  such  condi- 

5 tions  as  may  be  prescribed  under  such  regulations,  a require- 

6 ment  of  such  State  or  political  subdivision  of  a State  applica- 

7 ble  to  a drug  product  if — 

8 (1)  the  requirement  is  more  stringent  than  a re- 

9 quirement  under  this  title  which  would  be  applicable  to 

10  the  drug  product  if  an  exemption  were  not  in  effect 

11  under  this  subsection;  or 

12  (2)  the  requirement — 

13  (A)  is  required  by  compelling  local  condi- 

14  tions,  and 

15  (B)  compliance  with  the  requirement  would 

16  not  cause  the  drug  product  to  be  in  violation  of 

17  any  applicable  requirement  under  this  title. 

18  TITLE  n— NATIONAL  CENTER  FOR  CLINICAL 

19  PHARMACOLOGY;  EVALUATION  OF  THE  ACT 

20  NATIONAL  CENTER  FOR  CLINICAL  PHARMACOLOGY 

21  Sec.  201.  The  Public  Health  Service  Act  is  amended 

22  by  inserting  after  title  XVH  the  following  new  title: 


* 
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1 “TITLE  XVUI— NATIONAL  CENTER  FOR 

2 CLINICAL  PHARMACOLOGY 

3 “establishment  of  center 

4 “Sec.  1801.  (a)  There  is  established  in  the  Department 

5 of  Health,  Education,  and  Welfare  the  National  Center  for 

6 Clinical  Pharmacology  (hereinafter  in  this  title  referred  to  as 

7 the  ‘Center')  which  shall  be  under  the  direction  of  a Director 

8 who  shall  be  appointed  by  the  Secretary. 

9 “(b)  To  implement  this  title,  the  Secretary  may,  in  addi- 

10  tion  to  any  other  authority  available  to  him,  use  personnel, 

11  equipment,  and  facilities  and  other  physical  resources  of  the 

12  Department  of  Health,  Education,  and  Welfare.  The  Secre- 

13  tary  may  also  secure  for  the  Center,  for  such  periods  as  the 

14  Secretary  deems  advisable,  the  assistance  and  advice  of  ex- 

15  perts  and  consultants  from  the  United  States  and  abroad. 

16  “research  functions  of  the  center 

17  “Sec.  1802.  (a)  Upon  request  or  on  its  own  initiative, 

18  the  Center  may  conduct  and  support  research  in  clinical 

19  pharmacology  and  clinical  pharmacy,  including  investigations 

20  (1)  of  the  safety  and  effectiveness  of  existing  and  new  uses  of 

21  drug  products,  (2)  for  the  development  of  drug  products  or 

22  diseases  and  other  conditions  of  low  incidence,  (3)  of  drug 

23  products  of  special  significance  or  with  respect  to  which  there 

24  is  substantial  controversy  as  to  safety  and  effectiveness  and 

25  for  which  there  have  been  either  no  or  minimal  investiga- 
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1 tions,  and  (4)  to  otherwise  facilitate  breakthroughs  in  re- 

2 search  on  drug  products. 

3 “(b)  The  Center  shall  conduct  an  ongoing  review  and 

4 analysis  of  the  use  of  drug  products  in  the  United  States  (as 

5 determined  on  the  basis  of  information  submitted  under  the 

6 Drug  Regulation  Reform  Act  of  1978  and  other  information 

7 obtained  by  the  Secretary)  and  on  the  basis  of  such  review 

8 and  analysis  prepare  an  annual  Drug  Experience  Assessment 

9 Report  for  the  Secretary.  The  report  may  be  on  such  catego- 

10  ries  of  drug  products  as  the  Secretary  determines  is  appropri- 

11  ate.  The  report  shall  include,  for  the  drug  products  included 

12  in  the  report,  a qualitative  analysis  of  the  use  of  such  drug 

13  products  as  are  currently  in  use  in  the  United  States,  adverse 

14  effects  and  other  unanticipated  reactions  from  such  drug 

15  products,  an  assessment  of  the  frequency  of  the  occurrence  of 

16  such  effects  and  reactions,  an  analysis  of  the  use  of  such  drug 

17  products  on  a regional  basis,  by  specialties  of  medicine,  or 

18  any  other  category  of  use  of  such  drug  products  and  shall 

19  include  recommendations  for  improvement  in  the  use  of  such 

20  drug  products. 

21  “(c)  The  Center  shall  facilitate  and  may  support  analy- 

22  sis  of  the  consequences  of  State  and  Federal  regulation  of  the 

23  manufacture,  importation,  export,  and  distribution  of  drug 

24  products;  public  and  private  research  activities  and  practices 

25  involving  drug  products;  and  practices  of  the  pharmaceutical 
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1 industry  and  health  professionals  respecting  drug  products. 

2 The  Director  of  the  Center  shall  report,  on  a periodic  basis, 

3 the  results  of  the  analysis  conducted  and  supported  under  this 

4 subsection. 

5 “(d)  The  Director  shall  periodically  report  to  the  Secre- 

6 tary  on  (1)  promising  areas  of  and  new  techniques  in  research 

7 on  drug  entities  and  drug  products  and  (2)  diseases  or  other 

8 conditions  for  which  current  research  on  drug  entities  and 

9 drug  products  is  insufficient. 

10  “(e)  The  Secretary  shall  publish  and  otherwise  make 

11  available  to  the  public  the  reports  made  by  the  Director 

12  under  this  section. 

13  “training  functions  of  center 

14  “Sec.  1803.  (a)(1)  The  Secretary,  acting  through  the 

15  Center,  may  make  grants — 

16  “(A)(i)  to  schools  of  medicine,  osteopathy,  dentist- 

17  ry,  pharmacy,  and  nursing  and  to  groups  of  such 

18  schools  for — 

19  “(D  the  planning,  establishment,  and  oper- 

20  ation  of  new  programs,  and 

21  “(II)  the  expansion  of  existing  programs, 

22  of  training  in  clinical  pharmacology  for  full-time  stu- 

23  dents  (as  defined  in  section  770(c)(2)  or  810(d)(2))  en- 

24  rolled  in  such  schools; 
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“(ii)  to  training  centers  for  allied  health  profes- 
sions for — 

“®  the  planning,  establishment,  and  oper- 
ation of  new  programs,  and 

“(II)  the  expansion  of  existing  programs, 
of  training  in  clinical  pharmacology  for  students  en- 
rolled in  such  centers;  and 

“(iii)  to  schools  of  pharmacy  for — 

“®  the  planning,  establishment,  and  oper- 
ation of  new  programs,  and 

“(II)  the  expansion  of  existing  programs,  of 
training  in  clinical  pharmacy  for  full-time  students 
(as  defined  in  section  770(c)(2))  enrolled  in  such 
schools; 

“®)  to  schools  of  medicine,  osteopathy,  dentistry, 
pharmacy,  and  nursing  and  to  other  public  and  non- 
profit private  entities  for  the  planning,  establishment, 
and  operation  of  new  programs,  and  for  the  expansion 
of  existing  programs,  of  continuing  education  in  clinical 
pharmacology  and  clinical  pharmacy  for  physicians, 
dentists,  pharmacists,  and  nurses,  and  to  training  cen- 
ters for  allied  health  professions  for  the  planning,  es- 
tablishment, and  operation  of  new  programs,  and  for 
the  expansion  of  existing  programs,  of  continuing  edu- 
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cation  in  clinical  pharmacology  for  allied  health  person- 
nel; and 

“(C)  to  public  and  nonprofit  private  entities  for 
demonstration  projects  to  demonstrate  new  roles  for  (i) 
clinical  pharmacologists  and  clinical  pharmacists  in  the 
practice  of  medicine,  osteopathy,  dentistry,  and  phar- 
macy, and  (ii)  clinical  pharmacology  in  nursing. 

Not  more  than  50  per  centum  of  any  grant  (or  series  of 
grants)  for  any  program  made  under  subparagraph  (A)  or  (B) 
of  this  paragraph  may  be  used  for  the  planning  and  establish- 
ment of  such  program. 

“(2)  No  grant  may  be  made  under  subsection  (a)  unless 
an  application  therefor  has  been  submitted,  in  such  form  and 
manner  as  the  Secretary  shall  prescribe,  to  and  approved  by 
the  Secretary.  The  Secretary  shall  not  consider  any  such  ap- 
plication until  there  has  been  review  of  it  by  an  appropriate 

peer  review  group.  The  Secretary  shall  determine  the 

- 

amount  of  any  such  grant.  Payments  of  any  such  grant  may 
be  made  in  advance  or  by  way  of  reimbursement  and  in  such 
installments  and  on  such  conditions  as  the  Secretary  deems 
necessary  to  carry  out  the  purposes  of  this  subsection. 

“(b)(1)  The  Secretary,  acting  through  the  Center,  may 
provide  fellowships  to  assist  physicians,  dentists,  nurses,  and 
pharmacists  and  other  qualified  individuals  in  meeting  the 
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1 cost  of  obtaining  graduate  training  and  research  training  in 

2 clinical  pharmacology  and  clinical  pharmacy. 

3 “(2)  The  Secretary,  acting  through  the  Center,  may 

4 provide  fellowships  to  physicians,  dentists,  nurses,  and  phar- 

5 macists  and  other  qualified  individuals  to  undertake  research 

6 at  the  Center.  The  Secretary  shall  provide  leaves  of  absence 

7 and  otherwise  assist  scientists  and  other  qualified  individuals 

8 employed  by  the  Department  of  Health,  Education,  and  Wel- 

9 fare  in  obtaining  such  fellowships. 

10  “(3)  Fellowships  provided  under  this  subsection  shall  in- 

11  elude  such  stipends  and  allowances  (including  travel  and  sub- 

12  sistence  expenses  and  dependency  allowances)  as  the  Secre- 

13  tary  may  deem  necessary. 

14  “(c)  In  carrying  out  this  section,  the  Secretary  shall 

15  consult  with  the  administrative  entity  of  the  Department  of 

16  Health,  Education,  and  Welfare  which  administers  section 

17  770.” 

18  EVALUATION  OF  THE  ACT 

19  Sec.  202.  (a)  The  Secretary  shall  arrange,  in  accord- 

20  ance  with  subsection  (b),  for  the  conduct  of  an  independent 

21  evaluation  of  title  I,  including  an  evaluation  of  the  effect  of 

22  such  title  on — 

23  (1)  the  protection  afforded  the  public  by  such  title 

24  against  adverse  reactions  from  and  misuse  of  drug 

25  products, 
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1 (2)  innovation  in  research  on  drug  entities  and 

2 drug  products, 

3 (3)  the  economics  of  the  pharmaceutical  industry, 

4 (4)  the  cost  of  drug  products, 

5 (5)  prescribing  practices,  and 

6 (6)  the  time  required  for  the  issuance  of  mono- 

7 graphs  for  drug  entities  under  such  title  and  the  extent 

8 to  which  such  time  reflects  the  public  health  need  to 

9 advance  capabilities  to  treat  diseases  and  other  harmful 

10  conditions  in  humans  and  to  facilitate  breakthroughs  in 

11  research  on  drug  entities  and  drug  products  and  the 

12  need  for  the  protection  of  the  public  health  from  unsafe 

13  drug  entities  and  drug  products. 

14  (b)  The  Secretary  shall  enter  into  such  contract  (or  con- 

15  tracts)  with  a qualified  entity  (or  entities)  as  may  be  neces- 

16  sary  to  conduct  and  complete,  in  accordance  with  subsection 

17  (c),  the  evaluation  required  by  subsection  (a). 

18  (c)  Within  seven  years  of  the  date  of  the  enactment  of 

19  this  Act  the  evaluation  required  by  subsection  (a)  shall  be 

20  completed  and  a comprehensive  report  on  the  results  of  the 

21  evaluation  shall  be  submitted  to  the  Committee  on  Interstate 

22  and  Foreign  Commerce  of  the  House  of  Representatives  and 

23  the  Committee  on  Human  Resources  of  the  Senate.  Interim 

24  reports  shall  be  made  to  such  committees  on  the  progress  of 

25  the  evaluation  and  on  any  significant  findings. 
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96th  CONGRESS 
1st  Session 

To  amend  the  Federal  Food,  Drug,  and  Cosmetic  Act  to  authorize  the  Secretary 
of  Health,  Education,  and  Welfare  to  impose  conditions  and  limitations  on 
the  distribution  of  certain  drugs. 


IN  THE  SENATE  OF  THE  UNITED  STATES 

March  27  (legislative  day,  February  22),  1979 

Mr.  Nelson  introduced  the  following  bill;  which  was  read  twice  and  referred  to 
the  Committee  on  Labor  and  Human  Resources 


A BILL 

To  amend  the  Federal  Food,  Drug,  and  Cosmetic  Act  to  author- 
ize the  Secretary  of  Health,  Education,  and  Welfare  to 
impose  conditions  and  limitations  on  the  distribution  of  cer- 
tain drugs. 

1 Be  it  enacted  by  the  Senate  and  House  of  Representa- 

2 tives  of  the  United  States  of  America  in  Congress  assembled , 

3 That  section  505  of  the  Federal  Food,  Drug,  and  Cosmetic 

4 Act  (21  U.S.C.  355)  is  amended  by  adding  at  the  end  thereof 

5 the  following  new  subsection: 

6 “(k)(l)  The  Secretary  may  impose  such  conditions  or 

7 limitations  on  the  distribution  or  prescribing  of  any  drug  as 
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> 1 ■' 

1 he  deems  necessary  to  assure  that  such  drug  is  used  safely 

2 and  effectively  and  that  adequate  information  regarding  the 

3 effects  of  the  use  of  such  drug  is  furnished  to  the  practitioner 

4 licensed  by  law  to  administer  such  drug. 

5 “(2)  The  Secretary  may  immediately  suspend  the  mar- 

6 keting  of  any  drug  that  is  subject  to  any  condition  or  limita- 

7 tion  imposed  by  the  Secretary  under  this  subsection  upon  a 

8 finding  that  such  condition  or  limitation  has  not  been  com- 

9 plied  with  adequately. 

10  “(3)  Where  any  condition  or  limitation  imposed  under 

11  this  subsection  applies  to  the  approval  of  a new  drug  under 

12  subsection  (c)  or  to  the  certification  or  release  of  any  antibiot- 

13  ic  drug  under  section  507,  the  following  statement,  or  a 

14  statement  of  like  effect,  shall  be  included  in  labeling  that  is 

15  directed  to  the  individual  user  and  shall  be  in  such  form  and 

16  manner  as  the  Secretary  shall  prescribe:  ‘This  is  a new  drug 

17  that  has  been  approved  for  limited  marketing.  Its  use  may 

18  involve  hazards  that  have  not  yet  been  discovered.’  ”. 
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3th  CONGRESS  Q MAM 
1st  Session  / Xj  £ 

To  amend  the  Public  Health  Service  Act  in  order  to  protect  the  public  against 
excessively  high  prices  for  certain  drugs. 


IN  THE  SENATE  OF  THE  UNITED  STATES 

March  27  (legislative  day,  February  22),  1979 

Mr.  Nelson  introduced  the  following  bill;  which  was  read  twice  and  referred  to 
the  Committee  on  Labor  and  Human  Resources 


A BILL 

To  amend  the  Public  Health  Service  Act  in  order  to  protect  the 
public  against  excessively  high  prices  for  certain  drugs. 

1 Be  it  enacted  by  the  Senate  and  House  of  Representa- 

2 tives  of  the  United  States  of  America  in  Congress  assembled , 

3 That  this  Act  may  be  cited  as  the  “Public  Health  Price  Pro- 

4 tection  Act  of  1979”. 

5 Sec.  2.  Title  HI  of  the  Public  Health  Service  Act  (58 

6 Stat.  691;  42  U.S.C.  241-380b-12)  is  amended  by  adding 

7 after  part  K the  following: 


50-972  0-79-23 
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'Tart  L — Public  Health  Price  Protection 
“price  investigations 

“Sec.  399B.  Whenever  it  appears  to  the  Secretary  of 
Health,  Education,  and  Welfare,  whether  on  the  basis  of  the 
Secretary’s  own  information  or  belief  or  on  the  basis  of  infor- 
mation furnished  him  by  other  persons,  that,  in  the  case  of 
any  drug — 

“(1)(A)  its  continued  availability  by  reason  of  its 
general  use  by  the  medical  profession  may  be  in  the 
public  interest,  or 

“(B)  it  may  be  the  drug  of  choice  for  particular 
clinical  uses, 

“(2)  the  usage  and  price  levels  of  such  drug  are 
such  that  the  volume  of  commerce  therein  may  not  be 
insubstantial,  and 

“(3)(A)  there  may  be  fewer  than  four  producers  of 
such  drug  in  the  United  States,  or 

“(B)  the  average  price  of  such  drug  to  the  con- 
sumer or  to  the  user  (whether  the  ultimate  user  or  oth- 
erwise) of  such  drug  in  the  United  States  may  be 
higher  than  (i)  5 times  the  direct  cost  thereof  to  the 
producer,  or  (ii)  the  average  price  of  such  drug  to  the 
consumer  or  to  the  user  (whether  the  ultimate  user  or 
otherwise)  of  such  drug  in  any  foreign  country, 
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1 he  shall  immediately  so  certify  to  the  Federal  Trade  Commis- 

2 sion  (hereinafter  in  this  part  referred  to  as  the  ‘Commission’). 

3 The  Commission  shall  thereupon  investigate  the  pertinent 

4 facts. 

5 “institution  of  proceeding 

6 “Sec.  399C.  Whenever  the  Commission  has  reason  to 

7 believe — 

8 “(1)  that  the  average  price  of  any  drug  to  the 

9 consumer  or  to  the  user  (whether  the  ultimate  user  or 

10  otherwise)  of  such  drug  in  the  United  States  is  higher 

1 1 than — 

12  “(A)  five  times  the  direct  cost  of  such  drug 

13  to  the  producer,  including  materials  and  labor  but 

14  excluding  overhead  and  promotional  expenses;  or 

15  “(B)  the  average  price  of  such  drug  to  the 

16  consumer  or  user  of  such  drug  in  any  foreign 

17  country; 

18  “(2)  that  the  annual  sales  of  such  drug  in  the 

19  United  States  have  exceeded  $1,000,000  for  3 or  more 

20  years;  and 

21  “(3)  that  the  existence  of  a patent  relating  to  the 

22  manufacture,  use,  or  sale  of  such  drug  has  constituted 

23  a substantial  contributing  factor  to  the  high  price  - of 

24  . such  drug*  it  shall  institute  a public  rulemaking  pro- 

25  ceeding  pursuant  to  section  553  of  title  5,  United 
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1 States  Code,  to  determine  whether  such  patent  should 

2 be  made  subject  to  mandatory  licensing  on  reasonable 

3 terms  and  conditions,  in  order  to  secure  to  consumers 

4 lower  prices  for  such  drug.  Such  reason  for  belief  may 

5 be,  but  need  not  be,  based  upon  a certification  pursuant 

6 to  section  399B.  As  used  in  this  section  the  term 

7 ‘drug’  includes  an  intermediate  or  nonfinal  form  of  the 

8 drug. 

9 “bulemaking 

10  “Sec.  399D.  (a)  If  the  Commission  determines,  on  the 

11  record  after  opportunity  for  agency  hearing,  as  provided  in 

12  section  553(c)  of  title  5,  United  States  Code,  that — 

13  “(1)  the  conditions  set  forth  in  section  399C  of 

14  this  Act  exist  with  respect  to  any  drug, 

15  “(2)  to  require  the  patent  on  such  drug  to  be 

16  made  subject  to  mandatory  licensing  on  reasonable 

17  terms  and  conditions  will  tend  to  secure  to  consumers 

18  lower  prices  for  such  drug,  and 

19  “(3)  it  would  be  in  the  public  interest  to  require 

20  such  mandatory  licensing, 

21  then  it  shall  formulate  and  publish  a rule  so  declaring. 

22  “(b)  The  Commission  shall  concurrently,  or  after  further 

23  public  hearings,  formulate  and  publish  a rule  specifying  a rea- 

24  sonable  royalty  rate  for  the  patent  on  such  drug,  at  an 

25  amount  that  will  duly  take  into  account  the  need  of  the  public 
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for  moderate  drug  prices,  the  public  interest  in  encouraging 
research  by  giving  manufacturers  of  drugs  a fair  rate  of 
return  on  invested  capital,  and  the  public  interest  generally. 
In  so  doing  the  Commission  may  be  guided  by,  but  shall  not 
be  bound  by,  the  standards  used  by  the  Federal  courts  in 
assessing  patent  infringement  damages. 

“(c)  If,  after  formulating  a rule  pursuant  to  subsection 
(a)  of  this  section,  the  Commission  finds  that  the  public  inter- 
est requires  the  immediate  availability  of  mandatory  licenses 
in  order  to  protect  consumers  from  high  drug  prices,  it  may 
formulate  and  publish  a rule  specifying  an  interim  royalty 
rate,  with  protective  conditions  to  insure  payment  or  repay- 
ment in  the  proper  amount  upon  the  formulation  of  a subse- 
quent rule  determining  the  actual  reasonable  royalty  rate. 

“(d)  Unless  the  Commission  otherwise  provides  because 
it  believes  that  the  public  interest  so  requires,  the  Commis- 
sion shall  specify  as  additional  reasonable  terms  and  condi- 
tions for  mandatory  licensing  that  licenses  are  to  be  available 
to  all  applicants  therefor  for  the  life  of  the  patent,  that  the 
terms  are  to  be  nondiscriminatory,  and  that  no  limitations  or 
restrictions  are  to  be  imposed  on  the  freedom  of  licensees  to 
practice  the  patented  subject  matter. 

“(e)  The  Commission  may  further  provide,  if  it  believes 
that  to  do  so  will  tend  to  secure  lower  drug  prices  to  consum- 
ers, that,  as  a condition  to  a person’s  collecting  or  being  enti- 
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tied  to  any  royalties  under  the  mandatory  licensing  arrange- 
ment, such  person  shall  make  available,  to  all  licensees  re- 
questing the  same,  any  technical  data  which  exists  in  tangi- 
ble form,  which  is  in  the  possession  or  control  of  such  person 
or  to  which  he  has  access,  and  which  the  licensees  need  to 
practice  the  patent  or  market  the  drug  economically  and  ex- 
peditiously. 

“(f)  If  the  Commission  determines  that  no  rule  should  be 
formulated,  it  shall  publish  its  decision  so  providing. 

“(g)  Any  applicant  for  a license,  or  patentee  or  other 
person  entitled  to  royalties  under  the  patent,  may  make  ap- 
plication to  the  Commission  for  an  interpretation,  clarifica- 
tion, or  modification  of  the  rule  of  the  Commission  in  the 
event  of  a disagreement  with  respect  to  the  interpretation  of 
the  rule  or  otherwise;  and  the  Commission  shall  proceed  with 
respect  to  such  application,  on  the  record,  after  opportunity 
for  a public  agency  hearing  has  been  granted  as  provided  in 
section  533  of  title  5,  United  States  Code. 

“(h)  In  connection  with  the  Commission’s  carrying  out 
its  responsibilities  under  this  part,  and  particularly  those 
under  subsections  (a)  through  (e)  of  this  section,  the  Surgeon 
General  shall  furnish  the  Commission  with  such  technical  as- 
sistance and  advice  as  it  may  request. 
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“effect  of  rule;  penalty  for  disobedience 

“Sec.  399E.  (a)  After  any  rule  for  mandatory  licensing 
formulated  pursuant  to  section  399D  becomes  final  and  effec- 
tive, no  person  shall  be  subject  to  suit  under  section  281  of 
title  35,  United  States  Code,  or  related  statutes,  or  to  pros- 
ecution for  contempt  of  a previous  injunction  thereunder,  for 
infringement  of  the  patent  or  patents  subject  to  the  Commis- 
sion’s rule,  if  such  person  shall  have  paid  or  offered  to  pay  to 
the  patentee  or  other  person  entitled  thereto  the  royalties 
specified  in  the  rule. 

“(b)  Any  person  who  sues  or  threatens  to  sue  another 
person  for  the  infringement  of  any  patent  subject  to  a final 
and  effective  rule  of  the  Commission  under  this  part  shall 
forfeit  and  pay  to  the  United  States  a civil  penalty  of  not 
more  than  $100,000  for  each  such  act.  Such  penalty  shall 
accrue  to  the  United  States  and  may  be  recovered  thereby  in 
a civil  action  brought  in  the  United  States  District  Court  for 
the  District  of  Columbia.  Service  of  the  summons  and  com- 
plaint may  be  made  wherever  the  defendant  is  found  or  trans- 
acts business,  or  as  otherwise  authorized  by  a Federal  statute 
or  the  Federal  Rules  of  Civil  Procedure. 

“finality  and  review 

“Sec.  399F.  (a)(1)  Any  rule  formulated  under  section 
399D  of  this  Act  shall  become  final  thirty  days  after  the 
publication  thereof  by  the  Commission,  and  shall  become  ef- 
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fective  forty  days  after  publication  thereof,  unless  the  Com- 
mission shall  for  cause  specify  earlier  or  later  dates. 

"(2)  Until  the  rule  becomes  final  the  Commission  shall 
have  power  to  reopen  the  rulemaking  proceeding.  The  Com- 
mission shall  for  cause  have  po  wer  at  any  time  to  rescind  or 
modify  the  rule. 

“(3)  The  denial  of  a rule  shall  become  final  and  effective 
upon  the  publication  of  the  decision  so  providing,  unless  the 
Commission  shall  for  cause  specify  a later  date. 

“(b)(1)  Any  person  suffering  legal  wrong  because  of  any 
final  agency  action  under  this  part,  or  adversely  affected  or 
aggrieved  by  such  action,  shall  be  entitled  to  judicial  review 
thereof. 

“(2)  There  shall  be  no  interlocutory  review  of  any  non- 
final agency  action  under  this  part. 

“(3)  The  form  of  proceeding  for  judicial  review  shall  he 
exclusively  by  way  of  petition  of  review  by  the  United  States 
Court  of  Appeals  for  the  District  of  Columbia,  pursuant  to 
the  rules  of  that  court  and  the  Federal  Rules  of  Appellate 
Procedure.  Amy  petition  for  review  must  he  filed  prior  to  the 
effective  date  of  the  rule. 

“(4)  Upon  review,  the  Commission’s  findings  shall  be 
conclusive  if  supported  by  substantial  evidence,  and  its  rule 
shall  be  sustained  if  there  is  warrant  for  it  in  the  record. 
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1 “(5)  If  the  court  of  appeals  or  the  Supreme  Court  sus- 

2 tains  the  rule,  it  shall  become  effective  on  the  date  the  man- 

3 date  is  entered.  If  the  rule  is  not  sustained,  the  matter  shall 

4 he  remanded  for  further  proceedings  consistent  with  the  judg- 

5 ment  of  the  appellate  court. 

6 “(c)  Upon  the  filing  of  a petition  for  review,  the  Com- 

7 mission,  unless  it  finds  that  the  public  interest  requires  other- 

8 wise,  or  that  to  do  so  would  be  inconsistent  with  a district 

9 court  order  entered  pursuant  to  section  399G,  shall  stay  the 

10  effective  date  of  its  rule,  pending  the  completion  of  judicial 

1 1 review. 

12  “interim  judicial  relief 

13  “Sec.  399G.  (a)  If  the  Commission  believes  that  the 

14  public  interest  requires  the  immediate  availability  of  manda- 

15  tory  licenses  in  the  case  of  the  patent  on  any  drug  in  order  to 

16  protect  consumers  from  high  drug  prices,  it  may,  at  any  stage 

17  of  its  proceeding  or  thereafter,  so  certify  to  the  Attorney 

18  General,  with  a request  that  the  Attorney  General  seek  a 

19  temporary  restraining  order,  preliminary  injunction  or  other 

20  appropriate  relief. 

21  “(b)  Upon  the  application  of  the  Attorney  General,  the 

22  United  States  District  Court  for  the  District  of  Columbia 

23  shall  have  jurisdiction  to  enter  an  order  in  the  case  of  any 

24  patent  or  patents,  with  respect  to  which  a rule  has  been 

25  issued  by  the  Commission  under  this  part,  to  prevent  the 
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1 enforcement  of  such  patent  or  patents  under  section  281  of 

2 title  35,  United  States  Code,  or  related  statutes,  during  the 

3 pendency  of  the  Commission  proceedings  and  review  thereof. 

4 Such  relief  shall  be  granted  to  the  Attorney  General  upon  a 

5 showing  of  likelihood  that  a final  mandatory  licensing  rule 

6 will  issue  after  a determination  on  the  merits  by  the  Commis- 

7 sion.  The  relief  may  be  conditioned  upon  the  payment  of  in- 

8 terim  royalties  by  applicant  for  licenses,  and  the  court  may 

9 impose  other  conditions  in  accordance  with  the  principles  of 

10  equity. 

11  “(c)  The  proceeding  before  the  district  court  shall  be  in 

12  the  nature  of  an  interim  action,  and  summons  shall  be  served 

13  by  publication  in  the  Federal  Register  or  otherwise  as  the 

14  court  directs.  Any  person  having  a legal  interest  in  the 

15  patent  or  patents  shall  have  an  unqualified  right  to  intervene. 

16  The  district  court  shall,  upon  the  application  of  the  Attorney 

17  General,  pursuant  to  the  procedure  obtaining  under  section  5 

18  of  the  Act  entitled  ‘An  Act  to  protect  trade  against  unlawful 

19  restraints  and  monopolies’,  approved  July  1,  1890  (15 

20  U.S.C.  5),  or  otherwise  as  authorized  by  Federal  statute  or 

21  the  Federal  Rules  of  Civil  Procedure,  summon  before  it  the 

22  patentee  or  any  party  whose  presence  appears  to  be  neces- 

23  sary  to  make  the  court’s  order  effective. 

24  “(d)  The  district  court’s  order  shall  be  reviewable  under 

25  section  1292(a)  of  title  28,  United  States  Code. 
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1 ‘‘investigatory  and  related  powers 

2 “Sec.  399H.  The  Commission  may  utilize  its  powers 

3 under  sections  3,  6,  and  9 of  the  Federal  Trade  Commission 

4 Act  (15  IL3.C.  43,  46,  and  49)  and  related  statutes,  in  order 

5 to  carry  out  its  duties  under  this  part.  The  Commission  is 

6 authorized  to  promulgate  rules  and  regulations  governing  the 

7 enforcement  of  this  part  and  proceedings  thereunder;  to 

8 define  any  and  all  terms  used  herein;  to  specify  accounting 

9 methods  and  procedures  for  making  the  determinations  of 

10  costs,  sales,  prices,  and  other  such  matters  required  hereun- 

11  der;  and  otherwise  to  prescribe  such  further  rules  and  regula- 

12  tions  as  may  be  necessary  or  proper  for  the  purposes  of  ad- 

13  ministration  and  enforcement  of  this  part. 

14  “separability  clause 

15  “Sec.  3991.  If  any  provision  of  this  part  or  the  applica- 

16  tion  thereof  to  any  person  or  circumstance  is  held  invalid,  the 

17  remainder  of  the  part  and  the  application  of  such  provision  to 

18  any  other  person  or  circumstance  shall  not  be  affected  there- 
in by. 

20  “application  of  existing  laws 

21  “Sec.  399J.  The  provisions  of  this  part  shall  be  held  to 

22  be  in  addition  to,  and  not  in  substitution  for  or  limitation  of 

23  the  provisions  of  any  other  Act  of  Congress.”. 
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1 EFFECTIVE  DATE 

2 Sec.  3.  This  Act  shall  take  effect  one  hundred  eighty 

3 days  after  the  date  of  enactment.  It  shall  apply  to  all  patents 

4 heretofore  or  hereafter  issued. 
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Senator  Kennedy.  I look  forward  to  having  the  comments  of  the 
Commissioner  of  the  Food  and  Drug  Administration. 

STATEMENT  BY  DONALD  KENNEDY,  COMMISSIONER,  FOOD 
AND  DRUG  ADMINISTRATION,  PUBLIC  HEALTH  SERVICE,  DE- 
PARTMENT OF  HEALTH,  EDUCATION,  AND  WELFARE,  ACCOM- 
PANIED BY  RICHARD  M.  COOPER,  CHIEF  COUNSEL,  FOOD 
AND  DRUG  ADMINISTRATION,  AND  ROBERT  J.  TEMPLE,  M.D., 
DIRECTOR,  DIVISION  OF  CARDIORENAL  DRUG  PRODUCTS, 
NEW  DRUG  EVALUATION,  BUREAU  OF  DRUGS,  FOOD  AND 
DRUG  ADMINISTRATION 

Commissioner  Kennedy.  Thank  you  very  much,  Mr.  Chairman. 
It  is  a real  pleasure  to  rejoin  our  efforts  on  drug  regulation  reform 
with  this  subcommittee. 

With  me  at  the  witness  table,  on  my  left,  is  Richard  Cooper, 
Chief  Counsel,  FDA,  and  on  my  right,  Dr.  Robert  Temple,  Director, 
Division  of  Cardiorenal  Drug  Products,  FDA. 

I am  not  going  to  read  my  statement,  at  least  I will  not  read 
most  of  it.  I do  have  some  points  at  the  end  of  it  that  I want  to 
emphasize,  and  I will  probably  cover  those  in  approximately  the 
level  of  detail  of  the  written  version. 

But  I know  that  neither  you  nor  Senator  Schweiker  nor  all  the 
friends  we  have  on  the  staff  of  the  members  of  the  subcommittee, 
who  have  worked  so  hard  at  drug  regulation  reform  need  any 
adumbration  on  my  part  of  the  principles  on  which  changes  in  the 
drug  law  should  be  founded. 

Those  are  all  familiar  subjects  to  all  of  us,  and  I suspect  to  most 
of  the  people  in  this  room. 

We  worked  hard  together  in  the  preparation  of  the  administra- 
tion bill  last  37ear.  You  have  been  gracious  enough,  Mr.  Chairman, 
to  introduce  that  bill  by  request,  so  that  we  have  it  for  comparison 
with  the  other  proposals  that  are  put  forth  for  consideration  by  you 
and  by  Senator  Schweiker.  Of  course,  all  of  these  bills  draw  on 
legislative  activity  and  the  hearing  record  before  this  subcommit- 
tee, stretching  back  a number  of  years  and  embracing  not  only 
your  longstanding  interest  in  this  problem,  but  Senator  Nelson's  as 
well. 

So  it  is  with  a sense  of  that  history  that  we  rejoin  the  effort. 
It  is  obvious  that  in  the  view  of  many  people,  the  administration 
effort  was  too  comprehensive,  perhaps  too  grand  in  scale,  to  gener- 
ate the  kind  of  support  that  was  needed,  at  least  for  quick  adop- 
tion. 

We  certainly  recognize  that  there  are  strong  arguments  to  be 
made  for  the  approach  taken  by  S.  1075,  which  includes,  we  think, 
a great  many — if  not  quite  all—of  the  important  provisions  on 
which  we  agreed  in  the  effort  a year  ago. 

We  are  cautious  about  embracing  an  approach  by  selective 
amendment,  as  opposed  to  comprehensive  revision,  if  only  because 
drug  law  revision  is  cyclical,  and  we  may  not  get  the  opportunity 
again  for  some  years,  perhaps  even  decades,  if  we  forestall  it  by 
doing  only  part  of  the  task  now. 

But  I think  those  strategic  judgments  are  ones  that  are  much 
better  for  the  Congress  to  make  than  for  us.  And  I would  just  say 
in  general  that  we  are  pleased  with  most  of  the  revisions  resulting 
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from  your  effort.  We  are  also  pleased  that  Senator  Schweiker  has 
chosen  to  introduce  a measure  that,  although  less  comprehensive, 
does  address  some  significant  issues  not  addressed  by  S.  1075, 
which  deserve  careful  attention  as  well. 

I would  just  like  to  briefly  summarize  some  of  the  specific  out- 
comes that  I think  we  should  try  to  guarantee  in  this  effort,  and 
then  turn  to  some  specific  comments  about  the  proposals  before  us. 

The  first  outcome  that  I think  we  need  to  attend  to  is  that  drug 
innovation  should  be  stimulated  by  simplifying  and  clarifying  the 
rules  that  apply  to  drug  research. 

We  need  to  distinguish  between  the  stage  at  which  researchers 
make  fundamental  and  significant  discoveries  and  the  stage  at 
which  the  industry  develops  the  results  of  those  discoveries  for 
marketing,  and  decide  exactly  where  this  break  is.  Obviously,  we 
all  think  it  is  at  the  earliest  part,  where  carefully  and  thoughtfully 
reducing  regulatory  burdens  can  yield  the  greatest  result. 

We  think  we  need  to  establish  mechanisms  to  insure  expeditious 
but  informal  resolution  of  disputes  between  researchers  and 
regulators. 

We  think  there  needs  to  be  some  kind  of  provision  for  break- 
through drugs,  drugs  of  great  therapeutic  potential  that  can  save 
lives  and  reduce  human  suffering. 

We  think  that  the  authority  to  impose  risk-reducing  restrictions 
on  distribution  of  drugs  postmarketing  would  also  be  helpful.  We 
believe  that  the  postmarketing  mechanisms  then  would  allow  some 
drugs  to  be  marketed  that  are  not  now  safe  enough  to  be  put  into 
general  distribution  with  confidence  that  patients  will  be  adequate- 
ly protected. 

We  are  concerned,  as  you  know,  about  the  present  state  of  the 
law  with  respect  to  export  provisions  for  drugs,  because  the  law 
does  not  allow  a drug  which  might  have  a favorable  benefit-risk 
ratio  in  a different  medical  setting  with  different  diseases  and 
different  vectors  than  in  the  United  States,  to  be  made  here  and 
exported  elsewhere  with  appropriate  safeguards. 

We  think  the  openness  of  FDA’s  procedures  and  FDA’s  account- 
ability to  the  public  should  be  increased.  The  now  secret  data  on 
safety  an<J  effectiveness,  on  which  FDA’s  drug  approval  decisions 
are  based,  should  be  made  available  to  the  public  under  safeguards 
designed  to  protect  the  legitimate  interest  of  research-oriented 
drug  firms. 

Opportunities  for  public  participation  should  be  incorporated 
into  that  approval  process. 

We  think  that  consumer  information  should  be  increased  and 
patients’  rights  protected,  by  confirming  FDA’s  authority  to  require 
patient  package  inserts  for  prescription  drugs,  and  by  providing  the 
authority  to  require  informed  patient  consent  to  the  use  of  high- 
risk  drugs. 

Consumer  protection  against  ineffective  and  poorly  labeled  drugs 
should  be  increased  by  including  all  drugs  within  a single  system 
and  standard  of  regulation,  and  by  confirming  FDA’s  authority  to 
require  postapproval  surveillance  of  drug  use  and,  in  special  cir- 
cumstances, postapproval  scientific  studies. 

It  should  be  easier  to  remove  an  unsafe  or  ineffective  drug  from 
the  market  than  it  presently  is.  The  imminent  hazard  standard 
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should  be  replaced  with  a more  useful  standard  of  unreasonable 
and  substantial  risk  of  illness  or  injury,  and  the  burden  of  sustain- 
ing the  safety  and  efficacy  of  all  drugs  should  be  placed  upon  those 
who  market  them. 

We  think  that  the  law  should  promote  competition  and  help 
lower  drug  prices  by  a variety  of  mechanisms  that  allow  one  to 
emphasize  the  use  of  generic  terminology  and  to  make  available 
information  about  pricing,  and  by  prohibiting  or  regulating  drug 
promotion  practices;  issues  which  you  have  been  concerned  about 
for  some  time,  Mr.  Chairman. 

We  think  enforcement  provisions  of  the  law  should  be  made 
fairer  and  more  effective  by  substituting  a standard  of  due  care  for 
the  present  strict  liability  rule  in  criminal  cases,  expanding  FDA’s 
inspection  authority,  and  providing  FDA  subpena  power  so  that 
FDA  can  better  develop  the  facts  needed  to  prove  criminal  and 
other  violations  when  they  occur. 

FDA  should  be  authorized  to  impose  civil  penalties  and  adminis- 
trative disqualifications,  subject  to  appropriate  procedural  safe- 
guards and  judicial  review. 

Research  and  training  in  the  drug  sciences  should  be  encouraged. 

I want  now  to  highlight  a few  additional  points,  because  in  some 
cases  at  least,  they  reflect  differences  between  the  bill  that  we 
produced  last  year  and  some  of  the  drug  proposals  that  we  are 
looking  at  now. 

The  first — and  I put  it  first  because  we  think  it  is  terribly  impor- 
tant— is  that  no  drug  legislation,  whatever  its  form,  should  fail  to 
establish  clearly  the  mechanism  the  agency  should  use  to  govern 
the  entrance  into  the  marketplace  of  subsequent  manufacturers  of 
a given  product  previously  approved  by  FDA.  As  you  know,  the 
agency’s  authority  in  this  area  has  been  challenged  in  the  recent 
Lannett  and  Pharmadyne  cases. 

The  administration  proposal  deals  with  this  issue  by  establishing 
a public  standard  for  safety  and  efficacy  under  which  specific  prod- 
uct licenses  may  then  be  granted  to  subsequent  manufacturers 
after  5 years. 

This  problem  is  not  covered  explicitly  by  either  S.  1075  or  by 
present  law.  S.  1138,  however,  would  establish  an  abbreviated  ap- 
proval procedure  for  prescription  drugs  that  have  already  been 
determined  by  FDA  to  be  safe  and  effective. 

Though  we  have  not  had  a chance  to  analyze  those  provisions  in 
depth,  our  preliminary  analysis  shows  that  proposal  to  have  consid- 
erable merit. 

We  are  concerned,  however,  that  the  abbreviated  approval  proc- 
ess requires  a showing  of  “sufficient  experience”  with  the  drug  in 
addition  to  a 5-year  grace  period.  By  requiring  the  agency  to  make 
such  a determination,  we  may  be  raising  a litigable  issue  that 
could  defeat  the  purpose  of  the  abbreviated  approval  process. 

Let  me  emphasize  that  neither  the  terminology  nor  the  precise 
mechanism  set  forth  in  the  administration  bill  is  critical.  What  we 
must  do,  however,  is  to  establish  the  principle  that  the  safety  and 
efficacy  of  a drug  ought  only  to  be  proved  once;  that  the  approval 
ought  to  be  open  to  the  public;  and  that  subsequent  manufacturers 
of  products  containing  the  approved  drug  ought  not  have  to  re- 
prove those  scientific  facts  to  enter  the  market  as  a competitor. 
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We  are  sensitive  to  the  needs  of  those  firms  that  generate  data  to 
support  the  first  marketing  of  a drug.  However,  society  cannot 
afford  the  waste  of  financial  or  clinical  investigative  resources  on 
irrelevant,  repetitious  studies  whose  value  is  minimal  and  whose 
ethics  are  consequently  in  serious  question.  This  waste  can  be 
avoided  even  without  disclosing  test  data,  because  policies  for  the 
entrance  of  subsequent  manufacturers  can  be  resolved  indepen- 
dently of  the  issue  of  data  disclosure. 

Earlier,  I indicated  that  a new  law  should  encourage  research 
and  training  in  the  drug  sciences.  It  is  in  this  context  that  we 
endorse  the  “center”  concept  incorporated  in  both  S.  1045  and  S. 
1075.  Such  an  entity  has  great  potential  for  public  service  through 
the  support  of  essential  drug  research  for  which  incentives  in  the 
private  sector  and  in  other  public  institutions  may  be  inadequate. 

If  such  a center  were  assigned  to  deal  with  regulatory  matters, 
however,  it  would  have  the  potential  to  do  mischief  by  second- 
guessing  regulatory  decisions,  creating  confusion  concerning  drug 
policy,  and  duplicating  existing  structures. 

It  is  not  that  we  are  chary  of  outside  views;  we  are  accustomed  to 
oversight  by  this  subcommittee  and  others  in  the  Congress,  by  the 
General  Accounting  Office,  by  special  commissions  and  by  the 
press  and  public.  But  because  drug  policy  issues  are  sensitive, 
public  conflict  among  Government  agencies  can  destroy  public  con- 
fidence and  could  upset  compliance  with  critical  therapeutic  regi- 
mens. We  need  a carefully  articulated  mandate  that  enhances  the 
good  and  prevents  the  harm  that  such  an  entity  can  provide. 

Existing  mechanisms,  such  as  consultants  and  advisory  commit- 
tees, as  well  as  the  research  supported  by  the  National  Institutes  of 
Health,  can  and  do  provide  the  agency  with  critical  assistance  in 
developing  and  implementing  regulatory  policy.  We  must  use  care 
that  we  preserve  this  valuable  source  of  guidance  and  expertise 
and  that  it  not  be  diluted  or  duplicated  by  such  a “center.” 

Several  provisions  of  S.  1075  pertaining  to  the  constitution  of 
scientific  advisory  committees  are  either  unclear  in  intent  or  would 
render  it  more  difficult  for  FDA  to  obtain  the  outside  scientific 
advice  it  needs. 

Advisory  committees  and  consultants  provide  advice  from  the 
external  scientific  community  that  is  essential  if  FDA  is  to  retain 
close  contact  with  developments  in  medicine  and  science  and  have 
access  to  expertise  not  available  within  the  agency.  The  principal 
need  by  the  agency  is  for  excellent  scientific  advice. 

We  are  quite  sensitive  to  the  possibility  that  scientific  communi- 
ties can  become  ingrown  “old  boy  networks,”  just  as  other  commu- 
nities can,  and  we  believe  it  is  quite  appropriate  that  we  consider 
recommendations  for  committee  members  from  groups  represent- 
ing health  care  providers,  scientific  investigators,  drug  manufactur- 
ers, and  organizations  interested  in  public  health,  particular  dis- 
eases, and  consumer  affairs. 

Committee  members  should,  however,  be  selected  on  the  basis  of 
scientific  credentials,  not  as  advocates  of  specific  interest  groups. 

It  is  not  clear  what  is  intended  by  the  requirement  that  the 
composition  of  each  advisory  committee  reflect  scientific,  health 
care  provider,  and  consumer  interests.  We  believe,  for  example, 
that  current  committees,  which  are  comprised  largely  of  physicians 
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who  both  provide  patient  care  and  are  interested  in  or  participate 
in  clinical  research,  do  represent  the  interests  of  scientists,  health 
care  providers,  and  patients. 

For  example,  we  think,  and  believe  experience  shows,  that  the 
interests  of  patients  afflicted  by  a certain  disease  are  often  very 
well  represented  by  physicians  who  have  accumulated  a lifetime  of 
experience  with  that  condition  by  treating  people  who  have  it. 

So  in  summary,  we  think  that  the  membership  of  such  commit- 
tees should  be  thought  of  as  advisers,  not  as  ambassadors,  and  that 
the  committee  membership  should  reflect  diversity  of  experience 
and  knowledge  and  viewpoint,  but  not  be  thought  of  as  represent- 
| ing  particular  interest  groups. 

Senator  Kennedy.  I think  what  you  say  is  certainly  understanda- 
ble with  respect  to  science  questions  and  science-policy  questions, 
where  I think  the  contribution  of  consumer  representatives  would 
| be  quite  limited. 

But  once  you  get  into  the  area  of  drug  marketing  based  on 
questions  of  safety  and  effectiveness,  value  judgments  must  be 
made.  It  seems  to  me  that  consumers  have  a very  important  and 
significant  interest  in  those  kinds  of  judgments.  I would  think  they 
would  be  able  to  play  an  important  role  in  terms  of  making  those 
, judgments. 

Commissioner  Kennedy.  I think  that  is  right.  We  have  had  good 
| consumer  representation,  as  you  well  know,  on  some  of  our  adviso- 
, ry  panels  and  advisory  committees.  I guess  I think  we  ought  to 
devote  some  effort  to  finding  ways  to  assure  that  that  interest  is 
represented  by  making  sure  that  consumer  and  public  interest 
groups  have  an  important  role  to  play  in  the  process  by  which 
people  with  particular  kinds  of  knowledge  are  nominated  and  se- 
lected for  those  committees. 

It  is  the  image  of  representation  by  ambassadorship  that  bothers 
me,  because  I think  that  members  of  such  a committee  ought  to 
think  of  themselves  as  bringing  independent  knowledge  to  bear  on 
a set  of  problems,  and  not  as  carrying  the  burden  of  a particular 
set  of  viewpoints. 

I am  not  at  all  sure  which  is  the  best  way  to  guarantee  that  we 
get  the  best  of  both  worlds.  I do  not  feel  married  to  any  particular 
concept,  but  I think  we  ought  to  work  on  it. 

Senator  Kennedy.  This  is  an  important  policy  question.  The 
question  is  whether  physicians  who  have  spent  a good  deal  of  their 
lives  in  treating  certain  kinds  of  illnesses  and  sicknesses  may  have 
viewpoints  which  may  be  different  than  the  general  attitudes  of 
consumers  regarding  the  marketing  of  drugs. 

It  seems  to  me  there  are  two  quite  different  decisions  here.  One 
is  the  scientific  decision  and  the  other  is  the  marketing  decision. 
With  respect  to  the  marketing  decision  which  involves  value  judg- 
ments, consumers  can  make  those  judgments  as  well  as,  I think, 
physicians  who  are  involved  with  the  particular  disease  or  the 
particular  area  of  expertise. 

I think  there  is  perhaps  some  difference  between  us  on  this.  On 
the  question  of  marketing,  consumers  do  bring  a special  perspec- 
tive which  I am  not  completely  satisfied  myself  is  represented  even 
by  those  physicians  who  have  been  involved  in  the  treatment  of  a 
particular  disease  over  a long  period  of  time. 
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I think  there  are  probably  differences  on  that  issue,  but  let's 
move  ahead. 

Commissioner  Kennedy.  I think  my  only  other  main  point  has  to 
do  with  conflict  of  interest  provisions.  I have  been  troubled  over 
the  past  couple  of  years  at  the  degree  to  which  increasingly  signifi- 
cant strictures  of  this  kind  have  interfered  with  our  recruiting  the 
most  able  scientists  for  our  advisory  committees. 

I do  not  want  to  be  misunderstood  here.  I have  always  taken  the 
view  that  substantial  outside  financial  interests  ought  to  disqualify 
people  from  giving  objective  viewpoints  on  these  questions. 

But  I think  that  we  ought  to  be  willing  to  use  the  mechanism  of 
disclosure  and  waiver  as  well  as  just  prohibitive  measures,  and  I 
am  troubled  by  the  fact  that  in  S.  1075  there  is  a kind  of  focus  on 
the  task. 

The  financial  interests  that  result  in  conflict  of  interest  are  those 
that  are  current  or  those  that  are  anticipated,  and  not  those  that 
are  past.  Current  conflict-of-interest  law  appropriately  reflects  this, 
and  we  do  not  see  any  reason  to  extend  backward  the  period  for 
which  past  work  is  considered  to  result  in  conflict  of  interest. 

The  use  of  the  term  “any  interest,"  in  S.  1075,  is  needlessly 
broad  We  believe  this  would  have  the  effect  of  eliminating  most 
scientists  with  any  involvement  in  chemical  investigation  of  drugs. 
S.  1075  does  not  even  permit  the  Secretary  to  conclude,  as  he  now 
may  under  conflict-of-interest  laws,  that  a particular  interest  is 
insubstantial. 

I think  we  ought  to  take  another  look  at  those  provisions.  We 
had  an  example  this  year,  as  you  well  know,  Mr.  Chairman,  in 
which  a very  well  meaning  and  soundly  motivated  provision  of  law 
had,  I think  some  unforeseen  and  unfortunate  impacts  on  the 
capacity  of  the  Government  to  employ  scientists,  and  I would  like 
to  see  us  avoid  making  any  trouble  we  do  not  need. 

Senator  Kennedy.  I think  we  want  to  make  sure  we  are  going  to 
get  the  best  in  terms  of  scientific  information,  and  at  the  same 
time  we  have  to  conform  to  the  ethics  provision.  But  it  seems  to  me 
we  ought  to  be  able  to  work  that  out. 

We  are  aware  of  the  potential  impact  of  some  of  these  restric- 
tions. In  some  situations  they  are  providing  an  impediment  to 
getting  top-flight  people  involved  with  Government. 

We  will  be  glad  to  work  with  you  on  that. 

Senator  Schweiker.  I share  that  view.  I think  we  have  swung 
the  pendulum  too  far  and  cut  off  our  nose  to  spite  our  face. 

I support  the  commissioner's  recommendations. 

Senator  Kennedy.  Commissioner  Kennedy,  your  statement  and 
the  statements  of  all  the  witnesses  will  be  printed  in  their  entirety 
in  the  record. 

[The  prepared  statement  of  Commissioner  Kennedy  follows:] 


365 


Statement  of  Donald  Kennedy 

Mr.  Chairman: 

I am  pleased  to  appear  before  this  Subcommittee  to  continue  our  joint 

work  on  the  unfinished  business  of  drug  regulation  reform.  We  in  the 

Administration  join  with  you  in  the  hope  that  the  legislative  phase 
can  be  concluded  promptly.  Although  all  our  good  intentions  were  not 
adequate  to  take  us  to  that  goal  last  year,  substantial  progress  was 
made.  Together,  we  identified  the  areas  in  which  there  are  important 
issues  to  resolve,  and  evaluated  some  means  of  resolution.  There  has 

also  been  a surprising  outcome:  a newly-developed  fondness  for  the 

present  law  on  the  part  of  some  who  never  had  a good  word  to  say  for 
it  before! 

We  benefited  greatly  from  the  hearing  record  this  Subcommittee  has 
compiled  over  the  last  decade  and  from  the  dedicated  and  effective 
participation  of  the  Subcommittee  staff  and  members— as  well  as  their 
opposite  numbers  in  the  House— in  generating  the  consensus  proposal  we 
submitted  last  year. 

As  you  know,  Mr.  Chairman,  you  graciously  introduced  S.  1045,  the 
Administration  bill,  by  request  so  that  it  might  be  available  for 
comparison  with  new  proposals  offered  by  you  and  other  members. 

It  is  no  secret  to  the  members  of  this  Subcommittee  who  worked  on 
this  measure  that  none  of  its  individual  sponsors  supported  each 
provision  as  written.  But  the  Administration  bill  now,  as  then, 
is  a device  for  approaching  the  important  issues  that  Congressional 
hearings,  and  our  own  experience,  have  indicated  need  attention. 

It  can  again  serve  as  the  starting  point  for  our  analyses  of  other 
proposals. 
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When  I first  testified  on  drug  regulation  reform  before  this  Subcommittee 
nearly  two  years  ago,  I set  out  three  fundamental  principles  we  were 
using  as  our  guide: 

— All  human  drugs  should  be  regulated  solely  on  the  basis 
of  good  science,  good  medicine  and  good  public  policy 
according  to  the  same  standards  and  rules  and  not 
according  to  arbitrary  classifications  or  historical 
happenstance  as  is  currently  the  case; 

— Particular  requirement  imposed  on  certain  drugs  should 

logically  and  directly  related  to  use  and  patient  protection 
needs  rather  than  chemical  or  therapeutic  classification; 

— Because  science  is  dynamic,  the  regulatory  system 
and  individual  regulatory  decisions  must  be  capable 
of  prompt  and  orderly  internal  change. 

From  the  experiences  of  the  past  and  our  vision  of  the  future,  we  set 
out  to  craft  a newr  law  that  would  carry  us  into  the  21st  century. 

This  is  still  our  goal. 

In  the  view  of  some,  the  Administration  bill  was  too  comprehensive; 
there  was  difficulty  in  generating  support  that  may  have  been  due, 
in  part,  to  the  size  of  the  undertaking.  On  balance,  we  recognize 
that  there  are  arguments  for  the  approach  taken  by  S.  1 075 — which, 
in  effect,  resorts  the  addition  of  some  new  concepts  and  important 
advances  to  current  law. 
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But  we  are  cautious  about  embracing  this  approach,  primarily  because 
drug  law  revision  is  cyclical  and  this  opportunity  may  forestall 
for  years  further  necessary  legislative  changes.  Ultimately,  of 
course,  the  wisdom  and  choice  of  the  appropriate  route  to  present  to 
the  President  is  for  the  Congress  to  decide. 

We  have  reviewed,  in  a preliminary  way,  the  various  other  drug  bills 
pending  in  the  Senate.  Many  of  the  issues  addressed  by  Senator  Mel  son 
in  his  series  of  drug  bills  are  reflected  in  both  S.  1045  and  S.  1075; 
and  the  substance  of  the  provisions  of  last  year's  bill  as  modified 
in  the  mark-up  process  are  clearly  visible  in  your  own  measure, 

S.  1075.  And  Senator  Schweiker's  proposal,  S.  1138,  while  less 
comDrehensive,  addresses  significant  issues  not  embraced  by  S.  1075 
that  deserve  equally  careful  consideration. 

Regardless  of  the  vehicle  chosen  for  drug  regulation  reform,  several 
outcomes  should  be  guaranteed: 

o Drug  innovation  should  be  stimulated  by  simplifying  and 
clarifying  the  rules  that  apply  to  drug  research.  The 
scientific  resources  of  industry  and  FDA  probably  focus 
too  much  today  on  the  earlier  stages  of  drug  development, 
before  the  potential  utility  of  an  innovation  can  be 
assessed.  We  should  distinguish  better  between  the 
stage  at  which  researchers  make  discoveries  about  drugs 
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and  the  stage  at  which  the  industry  develops  these  drugs 
for  marketing  and  meets  regulatory  requirements. 

o Mechanisms  should  be  established  to  assure  expeditious 
but  informal  resolution  of  disputes  between  researchers 
and  FDA  employees. 

o Drugs  of  great  therapeutic  potential  should  be  made  available 
promptly.  Accelerated  approval  of  such  "breakthrough"  drugs 
can  save  lives  and  reduce  serious  human  suffering.  Authority 
to  impose  risk-reducing  restrictions  on  the  distribution 
would  also  be  helpful,  because  potentially  valuable  drugs 
that  could  not  be  regarded  as  safe  for  general  distribution 
might  then  be  approved  for  use. 

o Domestic  firms  should  be  allowed  to  export  drugs  whether  or 
not  they  are  approved  for  use  in  the  United  States,  at  the 
request  of  the  proposed  importing  country  if  there  has  been 
a full  and  frank  disclosure  of  the  drug's  regulatory  status 
here  accompanied  by  all  available  relevant  data;  however 
FDA  should  not  be  required  or  expected  to  make  benefit/risk 
decisions  for  unfamiliar  populations  or  circumstances. 

o The  openness  of  FDA's  procedures  and  FDA's  accountability 
to  the  public  should  be  increased.  The  safety  and 
effectiveness  data  on  which  FDA's  drug  approval  decisions 
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are  made  (now  secret)  should  be  available  to  the  public, 
under  safeguards  designed  to  protect  the  legitimate 
interests  of  research-oriented  drug  firms.  Opportunities 
for  public  participation  should  be  incorporated  in  that 
process. 

o Consumer  information  should  be  increased,  and  patient  rights 
protected,  by  confirming  FDA  authority  to  require  patient 
package  inserts  for  prescription  drugs,  and  by  providing  the 
authority  to  require  informed  patient  consent  to  the  use  of  high 
risk  drugs. 

o Consumer  protection  against  ineffective  and  poorly  labeled 
drugs  should  be  increased  by  including  all  drugs  within  a 
single  system  and  standard  of  regulation,  and  by  confirming 
FDA's  authority  to  require  post-approval  surveillance  of  drug 
use  and  (in  special  circumstances)  post-approval  scientific  studies. 
/ 

o It  should  be  easier  to  remove  an  unsafe  or  ineffective  drug 
from  the  market.  The  "imminent  hazard"  standard  should  be 
replaced  with  a more  useful  standard  of  "unreasonable  and 
substantial  risk  of  illness  or  injury"  and  the  burden  of 
sustaining  the  safety  and  efficacy  of  all  drugs  should  be 
placed  upon  those  who  market  them. 
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o The  law  should  promote  competition  and  help  lower  prices: 

— by  making  it  possible  for  manufacturers  of  generic 
drugs  to  obtain  marketing  approval  without  having  to 
duplicate  the  efficacy  and  safety  studies  of  the 
originator  as  long  as  they  can  demonstrate  product 
quality; 

— by  providing  drug  price  information  in  pharmacies,  so 
that  consumers  will  be  able  to  compare  prices  for 
different  brands; 

— by  emphasizing  generic  terminology; 

— by  mandating  a system  for  providing  complete 
prescribing  information  to  practitioners; 

— by  prohibiting  or  regulating  drug  promotion  practices 
that  have  led  to  abuse. 

o The  enforcement  provisions  of  the  law  should  be  made  fairer 
and  more  effective  by  substituting  a standard  of  due  care 
for  strict  liability  in  misdemeanor  cases,  expanding  FDA's 
inspection  authority,  and  providing  subpoena  power  so  that 
FDA  can  develop  the  facts  needed  to  prove  criminal  and 
other  violations  when  they  occur. 
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o FDA  should  be  authorized  to  impose  civil  penalties  and 
administrative  disqualifications,  subject  to  appropriate 
procedural  safeguards  and  judicial  review. 

o Research  and  training  in  the  drug  sciences  should  be 
encouraged. 

Each  of  the  pending  bills  goes  far  toward  providing  better  and  more 
economical  health  care  for  the  American  people  and  toward  solving 
many  controversies  and  problems  that  have  beset  the  drug  industry 
and  the  drug  regulatory  process  during  recent  years.  Let  me  highlight 
a few  additional  points. 

No  drug  legislation,  in  whatever  form,  should  fail  to  establish  clearly 
the  mechanism  the  Agency  should  use  to  govern  the  entrance  into  the 
marketplace  of  subsequent  manufacturers  of  a given  product  previously 
approved  by  FDA.  As  you  know,  the  Agency's  authority  in  this  area 
has  been  challenged  in  the  recent  Lannett  and  Pharmadyne  cases.  The 
Administration  proposal  deals  with  this  issue  by  establishing  a 
public  standard  for  safety  and  efficacy  under  which  specific  product 
licenses  may  then  be  granted  to  subsequent  manufacturers  after  five 
years.  This  problem  is  not  covered  explicitly  by  either  present 
law  or  by  S.  1075.  S.  1138,  however,  would  establish  an  abbreviated 
approval  procedure  for  prescription  drugs  that  FDA  has  already 
determined  to  be  safe  and  effective.  Our  preliminary  analysis  shows 
the  proposal  to  have  considerable  merit.  We  are  concerned,  however. 
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that  the  abbreviated  approval  process  requires  a showing  of 
"sufficient  experience"  with  the  drug  in  addition  to  a five-year 
grace  period.  By  requiring  the  Agency  to  make  such  a determination, 
we  may  be  raising  a liti gable  issue  that  could  defeat  the  purpose 
of  the  abbreviated  approval  process. 

Let  me  emphasize  that  neither  the  terminology  nor  the  precise  mechanism 
set  forth  in  the  Administration  bill  is  critical.  What  we  must  do, 
however,  is  to  establish  the  principle  that  the  safety  and  efficacy 
of  a drug  ought  only  to  be  proved  once;  that  the  approval  ought  to 
be  open  to  the  public,  and  that  subsequent  manufacturers  of  products 
containing  the  approved  drug  ought  not  have  to  reprove  those  scientific 
facts  to  enter  the  market  as  a competitor.  We  are  sensitive  to  the 
needs  of  those  firms  that  generate  data  to  support  the  first  marketing 
of  a drug.  However,  society  cannot  afford  the  waste  of  financial  or 
clinical  investigator  resources  on  irrelevant,  repetitious  studies 
whose  value  is  minimal  and  whose  ethics  are  consequently  in  serious 
question.  This  waste  can  be  avoided  even  without  disclosing  test 
data,  because  policies  for  the  entrance  of  subsequent  manufacturers 
can  be  resolved  without  regard  to  the  problem  of  data  disclosure. 

Earlier,  I indicated  that  a new  law  ought  to  encourage  research  and 
training  in  the  drug  sciences.  It  is  in  this  context  that  we  endorse 
the  "center"  concept  incorporated  in  both  S.  1045  and  S.  1075.  Such 
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an  entity  has  great  potential  for  public  service  through  the  support 
of  essential  drug  research  for  which  incentives  in  the  private  sector 
and  in  other  public  institutions  may  be  inadequate.  If  such  a center 
were  assigned  to  deal  with  regulatory  matters,  however,  it  would  have 
the  potential  to  do  mischief  by  secondguessing  regulatory  decisions, 
creating  confusion  concerning  drug  policy,  and  duplicating  existing 
structures.  It  is  not  that  we  are  chary  of  outside  views;  we  are 
used  to  oversight  by  this  Subcommittee  and  others  in  the  Congress, 
by  the  General  Accounting  Office,  by  special  commissions  and  by  the 
press  and  public.  But  because  drug  policy  issues  are  sensitive, 
public  conflict  among  Government  agencies  can  destroy  public 
confidence  and  could  upset  compliance  with  critical  therapeutic 
regimens.  We  need  a carefully  articulated  mandate  that  enhances 
the  good  and  prevents  the  harm  that  such  an  entity  can  provide. 

Existing  mechanisms,  such  as  consultants  and  advisory  committees, 
as  well  as  the  research  supported  by  the  National  Institutes  of  Health, 
can  and  do  provide  the  Agency  with  critical  assistance  in  developing 
and  implementing  regulatory  policy.  We  must  use  care  that  we  preserve 
this  valuable  source  of  guidance  and  expertise  and  that  it  not  be 
diluted  or  duplicated  by  any  such  "center." 

Several  provisions  of  S.  1075  pertaining  to  the  constitution  of 
scientific  advisory  committees  are  unclear  in  intent  or  would  render 
it  more  difficult  for  FDA  to  obtain  the  outside  scientific  advice  it 
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needs.  Advisory  committees  and  consultants  provide  advice  from 
the  external  scientific  community  that  is  essential  if  FDA  is  to 
retain  close  contact  with  developments  in  medicine  and  science  and 
have  access  to  expertise  not  available  within  the  Agency.  The 
principal  need  by  the  Agency  is  for  excellent  scientific  advice. 

We  are  quite  sensitive  to  the  possibility  that  scientific  communities 
can  become  ingrown  "old  boy  networks,'!  just  as  other  communities 
can,  and  we  believe  it  is  quite  appropriate  that  we  consider 
recommendations  for  committee  members  from  groups  representing 
health  care  providers,  scientific  investigators,  drug  manufacturers, 
and  organizations  interested  in  public  health,  particular  diseases, 
and  consumer  affairs.  Committee  members  should,  however,  be  selected 
on  the  basis  of  scientific  credentials,  not  as  advocates  of  specific 
interest  groups. 

It  is  not  clear  what  is  intended  by  the  requirement  that  the  composition 
of  each  advisory  committee  reflect  scientific,  health  care  provider, 
and  consumer  interests.  We  believe,  for  example,  that  current 
committees,  which  are  comprised  largely  of  physicians  who  both 
provide  patient  care  and  are  interested  in  or  participate  in  clinical 
research,  do  represent  the  interests  of  scientists,  health  care 
providers,  and  patients.  I believe,  for  example,  that  the  interests 
of  patients  with  a particular  disease  are  well  represented  by  physicians 
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who  care  for  people  with  that  condition  and  who  are  knowledgable 
about  it.  It  would  be  very  disappointing  if  our  scientific  advisory 
committees  were  replaced  by  a collection  of  interested  parties. 

Members  of  such  committees  should  be  advisors,  not  ambassadors.  They 
should  reflect  a diversity  of  experience,  expertise,  and  viewpoints, 
but  should  not  be  thought  of  as  representing  interest  groups.  It 
may  be,  however,  that  S.  1075  intends  simply  to  ensure  a broader 
search  for  scientific  talent,  and  we  concur  in  that  aim. 

S,  1075,  modifies  conflict-of-interest  requirements  for  FDA  experts 
and  consultants  tn  a way  that  appears  to  eliminate  from  consideration 
anyone  involved  in  a drug  investigation.  It  bars  a consultant  from 
"participating  in,  being  present  at,  or  influencing  any  agency 
activity  with  regard  to  any  interest  of  a person  for  whom  the 
consultant  is  working  or  has  worked  within  three  years  of  appointment." 
This  is  unreasonable  for  several  reasons. 

In  our  view,  the  focus  is  wrong.  The  financial  interests  that  result 
in  conflict  of  interest  are  those  that  are  current  or  those  that  are 
anticipated,  not  those  that  are  past.  Current  conflict-of-interest 
law  reflects  this  appropriately,  and  we  do  not  see  any  reason  to 
extend  backward  the  period  for  which  past  work  is  considered  to 
result  in  conflict  of  interest. 

The  use  of  the  term  any  interest  in  S.  1075  is  needlessly  broad.  We 
believe  this  would  have  the  effect  of  eliminating  most  scientists  with 
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any  involvement  in  chemical  investigation  of  drugs.  S.  1075  does 
not  even  permit  the  Secretary  to  conclude,  as  he  now  may  under 
conflict-of-interest  laws,  that  a particular  interest  is  insubstantial. 

As  I have  said  on  many  prior  occasions,  FDA  was  launched  as  a regulatory 
agency  with  a structure  that  looked  toward  fair  dealing,  moral  and 
ethical  standards  for  relatively  unsophisticated  products.  Over  the 
years,  the  basic  statute  has  been  enlarged  here  and  there  to  accommodate 
more  or  less,  the  role  of  a fine  screen  on  technology  transfer  of  very 
sophisticated  science  in  an  increasingly  complex  environment.  At  some 
point  we  are  destined  to  revamp  the  system  and  start  afresh. 

Mr.  Chairman,  we  are  preparing  comments  on  some  of  the  more  important 
provisions  of  S.  1075  that  concern  us  and  I would  ask  that  we  be 
permitted  to  submit  them  within  the  next  few  days  as  an  appendix 
to  this  statement  to  be  incorporated  in  the  hearing  record. 

My  colleagues  and  I will  be  pleased  to  work  with  you  and  your  staff 
in  perfecting  an  appropriate  measure.  In  doing  so,  we  will  be  building 
on  a remarkable  record  of  cooperation— one  for  which  I am  happy  to 
express  my  personal  gratitude. 
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Senator  Kennedy.  I just  really  have  one  area  that  I would  like  to 
explore  with  you,  and  that  is  back  on  page  7 where  you  discuss  new 
entries. 

As  I understand,  you  support  the  5-year  provision  even  if  the  full 
raw  data  is  not  released.  Overall,  then,  you  would  require  what 
entry  barrier?  I know  Senator  Schweiker  has  a provision  along 
these  lines,  and  we  spent  a good  deal  of  time  on  this  in  our 
markup.  I think  we  had  three  executive  sessions  trying  to  deal 
with  this  particular  issue. 

I think  we  recognize  the  uniqueness  of  the  patent  act,  and  we 
want  to  encourage  innovation.  We  can  understand  industry’s  posi- 
tion about  the  need  to  be  able  to  get  adequate  kinds  of  return  on 
investment. 

So  the  question  is:  What  entry  requirement  ought  there  to  be? 
This  is  a very  difficult  question  for  us  to  deal  with.  It  is  hard  to 
balance  the  various  interests.  Would  you  elaborate  further  on  your 
views  in  this  area? 

Commissioner  Kennedy.  I would  be  delighted  to  try,  although  I 
find  it  a difficult  problem,  just  as  you  do,  Mr.  Chairman.  I do  not 
think  anybody  has  all  the  available  wisdom  on  the  subject. 

Of  course,  part  of  the  problem  really  stems  from  inadequacies  or 
infirmities  in  that  other  statute,  that  is  designed  to  protect  market 
exclusivity  and  to  reward  innovators,  namely,  the  patent  laws. 

The  patent  laws  are  notoriously,  let  us  say,  semipermeable  with 
respect  to  chemicals.  I mean,  those  in  the  chemical  business  seem 
to  feel  that  way,  and  perhaps  especially  so  in  the  drug  industry. 

There  is  also  the  fact  that,  owing  to  the  chronic  use  of  many 
drugs  and  to  the  need  for  long-term  testing,  and  owing  to  increas- 
ing requirements  for  the  proof  of  efficacy,  and  in  the  view  of  some, 
owing  occasionally  to  FDA’s  sloth,  there  is  a longer  period  between 
the  time  a compound  is  synthesized  and  discovered  and  the  time  it 
can  be  marketed,  so  that  much  of  that  period  of  protection  guaran- 
teed in  the  patent  laws  is  eaten  up. 

My  understanding  is  that  the  domestic  policy  review  of  innova- 
tion initiated  by  this  administration  and  carried  out  under  the 
leadership  of  the  Commerce  Department,  may  indeed  recommend 
some  patent  law  repairs  to  try  to  deal  with  this  question. 

But  we  obviously  cannot  afford  to  sit  here  and  simply  assume 
that  the  problem  of  innovator  protection  is  going  to  be  met  by 
redesign  in  the  patent  laws,  as  much  as  we  hope  that  might  be 
true. 

As  I said  in  my  testimony,  the  biggest  problem  I have  with  the 
present  situation  is  that  the  gathering  of  safety  and  effectiveness 
data  for  second  entrants  is  used  as  a surrogate  barrier  to  entry  in  a 
practice  that  a colleague  of  mine  on  the  Stanford  Law  School 
faculty  refers  to  as  “barnyard  equity.” 

Keeping  safety  and  efficacy  data  secret  is  just  not  the  right  way 
to  go  about  making  up  for  deficiencies  in  the  patent  laws.  We  think 
that  it  is  terribly  important  to  get  rid  of  that  secrecy  provision  by, 
at  the  very  least,  guaranteeing  a period  of  market  exclusivity  for  5 
years  with  data;  and  then,  by  a process  that  guarantees  adequate 
public  protection,  allowing  second-entrants  to  market,  if  the  patent 
laws  will  permit  him  to. 
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But  whether  5 years  has  a particular  magic  about  it,  I'm  not 
prepared  to  argue.  I think  it  is  a good  number,  but  others  may 
have  a different  view.  I see  no  alternative  to  providing  some  period 
of  exclusive  marketing  under  the  present  circumstances,  as  a 
reward  for  innovators. 

Senator  Kennedy.  Well,  if  we  have  the  5 years,  then  what  is  the 
barrier  to  entry  after  5 years?  What  do  you  think  the  total  barrier 
ought  to  be? 

Commissioner  Kennedy.  After  5 years  there  is  no  large  barrier 
to  entry,  such  as  is  provided  by  exclusivity  of  the  safety  and  effica- 
cy data  now. 

However,  a subsequent  entrant  would  of  course  have  to  provide 
evidence  that  he  could  make  an  equivalent  product. 

Senator  Kennedy.  Is  that  sufficiently  fair,  in  your  judgment,  to 
the  innovator? 

Commissioner  Kennedy.  Yes,  given  that  you  also  have  whatever 
patent  protections  are  available,  I think  the  innovator  is  adequate- 
ly protected  under  those  circumstances.  The  5-year  protection  is 
firmer  under  this  proposal  than  the  present  protection  when  the 
safety  and  effectiveness  data  are  hidden  away.  This  is  because  it 
puts  the  Government  in  the  position  of  enforcing  the  rights  of 
those  pioneers  during  that  5-year  period. 

Senator  Kennedy.  Of  course,  I suppose  you  would  get  some  argu- 
ment about  the  adequacy  of  the  patent  protection,  even  after  that  5 
years?  I understand  that  about  50  percent  of  the  challenged  pat- 
ents are  invalidated.  Is  that  not  the  case? 

Mr.  Cooper.  That  is  correct,  Senator. 

We  did  discuss  this  proposal  extensively  last  year  with  people  in 
the  industry,  as  did  the  subcommittee.  Our  sense  from  those  discus- 
sions, as  well  as  from  the  record  made  before  the  committee,  was 
that  there  might  be  disagreement  about  the  exact  number  of  years. 
However,  as  the  Commissioner  said,  that  is  in  the  ballpark:  that  a 
fixed  number  of  years  in  the  range  of  5 — or  some  people  would  say 
7 or  10,  but  somewhere  in  that  range — would  provide  sufficient 
incentive. 

Senator  Kennedy.  Well,  we’re  going  to  be  wrestling  around  with 
that  issue. 

Senator  Schweiker? 

Mr.  Cooper.  One  other  thought:  Our  major  concern  is  that  we 
are  able  to  administer  the  provision  and  that  it  not  give  rise  to 
litigation.  That  is  why  we  favor  a fixed  time  period,  whatever  it 
may  be. 

Senator  Kennedy.  It  seems  to  me  there  was  some  consensus 
about  the  amount  of  time,  which  was  5 years.  The  real  question 
then  was,  what  was  going  to  be  the  entry  requirement  after  this? 

Mr.  Cooper.  The  only  other  suggestion  of  a barrier  that  I’m 
aware  of  was  that  there  be  bioavailability  testing.  That  is  a scien- 
tific question,  however,  as  to  whether  there  should  be  human  test- 
ing or  whether  some  other  form  of  testing  would  be  scientifically 
sufficient. 

But  I have  not  heard  any  other  form  of  barrier  put  forward. 

Senator  Schweiker.  Dr.  Kennedy,  S.  1138,  the  bill  I introduced, 
authorizes  FDA  to  use  detailed  summaries  as  a basis  for  drug 
approval  without  requiring  submission  of  all  individual  case  re- 
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ports,  although  raw  data  can  be  required  if  FDA  feels  they  are 
needed. 

Now,  as  you  probably  know,  a good  many  of  the  Western  Europe- 
an countries  already  use  summaries  instead  of  raw  data,  including 
Germany,  Italy,  the  Netherlands,  Denmark,  Sweden,  England,  Aus- 
tria, Finland,  Norway,  Switzerland,  and  also  I believe,  Japan. 

What  is  your  response  to  this  concept  as  embodied  in  my  bill?  Do 
you  have  any  suggestions  to  make  about  it? 

Commissioner  Kennedy.  Well,  Senator,  just  a caveat  at  the  be- 
ginning. As  you  recognize,  we  have  had  a limited  time  to  study  and 
discuss  in  detail  the  provisions  of  your  proposal,  although,  as  I 
indicated,  we  find  much  to  praise  in  it. 

The  question  of  summaries  depends  a lot  on  several  factors, 
including  whether  review  officers  would,  under  appropriate  circum- 
stances, have  easy  access  to  more. 

Senator  Schweiker.  That  is  explicit  in  my  proposal. 

Commissioner  Kennedy.  I might  ask  Bob  Temple,  my  colleague 
at  the  table  who  is  a medical  review  officer  and  a division  director 
in  the  Bureau  of  Drugs,  to  say  a little  bit,  if  you  would  be  willing, 
about  that  process  and  how  it  might  change  or  how  it  might  be 
effective,  under  that  provision. 

Dr.  Temple.  The  question  of  relying  substantially  more  on  sum- 
maries is  one  about  which  you  will  find  controversy.  I think  the 
important  question  is  how  good  and  thorough  such  a summary  is. 

My  own  view  is  that  we  can  define  what  might  be  called  a 
summary,  which  would  include  all  the  numerical  material,  all 
numerical  output  of  a set  of  studies  that  would  be  so  complete  and 
so  thorough  that  it  could  serve  as  the  primary  basis  for  review. 

We  have  seen  examples  in  which  that  is  the  case  now. 

All  of  us,  I think,  would  want  to  be  sure  we  had  access  to  raw 
data  to  check  into 

Senator  Schweiker.  I think  the  need  for  that  access  is  unques- 
tionable, and  it  is  explicitly  provided  for  in  my  bill. 

Dr.  Temple.  There  is  a perception  among  some  reviewers  that 
the  fact  that  raw  data,  in  toto,  has  to  be  filed  in  the  first  place  is  a 
sort  of  precaution  against  fooling  around.  It  is  very  difficult  to 
know  to  what  extent  summaries  would  be  different  if  the  raw  data 
were  not  always  required. 

I believe  we  could,  in  many  cases,  use  it,  but  I think  we  would 
want  to  evolve  to  a situation  where  we  might  try  it  out  for  awhile 
and  see  how  it  worked. 

Senator  Schweiker.  Under  my  proposal,  you  would  have  the 
freedom  to  prescribe  any  kind  of  detailed  summary  that  meets 
your  needs.  It  specifically  says,  detailed  summary,  so  the  option  is 
yours  in  terms  of  what  you  need  and  what  you  would  want  submit- 
ted. 

Dr.  Temple.  I would  find  your  proposal  congenial.  I would  say 
not  everyone  who  uses  similar  data  would  be,  but  I would. 

Senator  Schweiker.  Dr.  Kennedy,  could  you  briefly  explain  the 
mechanism  now  used  by  FDA  to  approve  initiation  of  human  stud- 
ies with  radiopharmaceutical  drugs? 

Commissioner  Kennedy.  I’m  going  to  have  to  get  Dr.  Temple  to 
do  that  if  I may. 


50-972  0-79-25 


380 


Dr.  Temple.  I’m  speaking  somewhat  across  the  years.  My  in- 
volvement with  that  regulation  is  some  time  back.  When  the  FDA 
reasserted  authority  to  regulate  studies  of  radiopharmaceuticals, 
retaking  that  authority  from  the  Nuclear  Regulatory  Commission, 
we  realized  that  taking  the  customary  approach  in  regulating  very 
large  number  of  studies  involving  very  small  doses  of  radionuclides 
would  be  extremely  difficult,  and  also  unnecessary 

The  reason  for  this  is,  these  drugs  are  used  in  amounts  that  are 
not  pharmacologically  active.  They  do  not  affect  the  patient  except 
insofar  as  they  are  radioactive.  We  felt  that  the  question  of  how 
much  radioactivity  was  administered  was  one  that  could,  in  many 
cases,  be  answered  ahead  of  time,  rather  than  on  a study-by-study 
basis,  and  could  be  implemented  by  a responsible  committee  at  the 
local  site. 

We  therefore  in  essence  described  investigations  using  tracer 
amounts  of  radionuclides  as  old  drugs — that  is,  described  radionu- 
clides used  in  that  way  as  old  drugs — to  be  used  after  review  by 
specifically  constituted  specialty  committees  at  particular  institu- 
tions. . 

We  wrote  standards  for  these  committes  and  qualified  them  one 
by  one.  These  committees  would  act  to  be  sure  that  the  radionu- 
clides administered  in  the  study  were  within  the  radiation  limits 
permitted,  that  the  dose  of  the  drug  used  was  not  pharmacological- 
ly active;  and  that  a number  of  other  requirements  were  being  met. 

The  reason  that  was  possible  was  that  although  the  specific 
radionuclide-containing  materials  used  in  each  study  vary  from  one 
case  to  the  next,  the  principle  invoked  is  always  the  same;  you  can 
calculate  the  total  risk  by  calculating  the  radition  dose. 

Senator  Schweiker.  The  reason  I asked  the  question  is,  my  bill 
also  authorizes  institutional  committee  reviews,  in  the  early  phases 
of  testing  only,  not  later  on.  My  question  is,  based  on  the  experi- 
ence you’ve  had  in  radiopharamceuticals,  do  you  think  that  health 
care  institutions  might  be  able  to  perform  similar  roles  for  other 
kinds  of  drugs  under  guidelines  and  the  direction  of  FDA,  in  the 
early  stages  of  drug  testing? 

Commissioner  Kennedy.  Maybe  Dr.  Temple  can  say  something 
about  the  performance  of  those  committees,  and  I would  like  to 
respond  to  your  question  after  that. 

Dr.  Temple.  I really  cannot  say  very  much  about  the  perform- 
ance of  the  committees.  I know  we  have  looked  into  them,  but  they 
are  not  in  my  area,  so  I do  not  really  know  how  well  they  perform. 

We  can  provide  that,  I am  sure. 

Commissioner  Kennedy.  We  will  certainly  give  you  that  analysis 
for  the  record,  Senator.  I would  just  say,  in  a more  general  way, 
that  the  possibility  of  having  early  testing  conducted  and  regulated 
by  an  essentially  decentralized  institutional  approach  in  which 
FDA  approves  institutions  or  bodies,  and  then  as  it  were,  peripher- 
alizes  the  function  of  evaluating  studies,  is  one  that  we  think  is 
innovative  and  interesting,  and  we  want  to  think  about  it  for 
awhile. 

I do  not  know  of  any  reason,  either  associated  with  the  perform- 
ance of  committees  and  institutions  that  do  other  sorts  of  things,  or 
just  on  principle,  that  would  lead  me  to  reject  the  idea  on  its  face. 

So  it  is  something  that  we  think  merits  serious  attention. 
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Senator  Schweiker.  I realize  the  bill  was  just  introduced  this 
week,  which  is  very  short  notice  for  you  to  respond  to  it.  I appreci- 
ate your  comments. 

I’d  like  to  move  on  to  another  provision  in  my  bill,  which  gets 
into  the  issue  of  duplicate  testing  of  post-1962  drugs.  I understand 
you  commented  on  that  provision  while  I was  taking  a telephone 
call  and  expressed  some  concern  about  possible  litigation  to  defeat 
the  purpose  of  the  bill  in  this  area. 

I wonder  if  you  would  elaborate,  or  maybe  Mr.  Cooper  would 
elaborate,  on  your  concern  and  how  we  might  remedy  any  problem 
you  see  with  the  provision? 

Commissioner  Kennedy.  I think  the  problem  we  had,  and  per- 
haps Mr.  Cooper  can  expand  on  this  a little  bit,  is  that  there  is  a 
requirement  of  a showing  of  sufficient  experience  with  the  drug,  in 
addition  to  a 5-year  grace  period. 

We  think  that  the  definition  of  sufficient  experience  may  invite 
quite  a lot  of  court  testing  of  whatever  is  proposed. 

Senator  Schweiker.  You  are  saying,  in  essence,  that  a specific 
time  period  would  therefore  be  preferable? 

Commissioner  Kennedy.  Yes. 

Senator  Schweiker.  Of  course,  my  bill  does  have  a minimum 
period,  which  obviously  would  provide  an  answer  to  part  of  what  is 
meant,  but  not  totally  resolve  your  concern. 

Let  me  ask  a more  basic  question:  Why  has  FDA  up  to  recently, 
now,  required  duplicate  testing  for  so  many  years?  I’m  talking 
historically  rather  than  where  we  are  now  in  terms  of  these  drugs. 

Commissioner  Kennedy.  I do  not  know  the  history,  I think,  as 
well  as  Mr.  Cooper.  May  I ask  him  to  respond  to  that  question, 
Senator? 

Mr.  Cooper.  The  provision  for  abbreviated  new  drug  applications 
grew  out  of  the  DESI  review,  which  was  initiated  in  response  to  the 
Drug  Amendments  of  1962  and  which  involved  the  review  of  effica- 
cy of  drugs  that  were  approved  for  marketing  prior  to  the  effective 
date  of  the  1962  amendments. 

There  has  been  acquiescence  by  the  industry  in  the  development 
of  a system  of  abbreviated  new  drug  applications  that  dispenses 
with  duplicate  testing.  Our  authority  to  extend  that  procedure  to 
post-1962  drugs  has  not  been  tested. 

We  have  announced  publicly,  however,  that  we  believe  we  have 
that  authority,  although  it  is  not  made  explicit  in  our  law.  And,  we 
have  announced  we  are  going  to  go  ahead,  at  least  on  a partial 
basis,  to  develop  a regulation  that  would  permit  abbreviated  new 
drug  applications  for  at  least  some  post-1962  drugs. 

We  are  in  the  process  of  developing  a proposal  on  that  matter  at 
the  present  time.  But  I would  expect  that  there  would  be  a legal 
challenge  to  that  assertion  of  our  authority. 

Senator  Schweiker.  Of  course,  my  bill  would  explicitly  give  you 
that  authority  and  therefore  obviate  the  need  for  litigation. 

The  next  question  is,  my  bill  also  deals  explicitly  with  the  issue 
of  drug  equivalence,  and  specifically  cites  bioequivalence,  therapeu- 
tic equivalence,  bioavailability. 

In  a nutshell,  could  you  could  comment  on  that  requirement  and 
how  it  places  the  burden,  or  does  not  place  the  burden,  on  you  in 
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making  a judgment  about  equivalence,  in  lieu  of  the  duplicate 
safety  and  effectiveness  testing? 

Commissioner  Kennedy.  I will  begin  this,  at  least,  and  then 
others  can  comment.  We  do  think  it  is  very  important  for  there  to 
be  a clear  statutory  requirement  that  FDA  can  require  second 
entrants  to  meet,  in  order  to  demonstrate  the  equivalence,  and 
thereby  the  effectiveness,  of  their  products. 

There  is  a technical  point  that  applies  also  to  S.  1075  that  has  to 
do  with  how  bioavailability  is  defined.  There  can  be  compendial 
standards  for  dissolution  rate,  and  other  things  that  you  can  meas- 
ure in  vitro — that  is  in  tests  outside  the  living  human  being.  But 
eventually,  bioavailability  and  bioequivalence  have  to  be  demon- 
strated by  reference  of  those  tests  to  at  least  limited  experience 
with  human  subjects. 

I suspect  that  the  preference  of  my  colleagues  in  the  Bureau  of 
Drugs  would  be  for  a general  mandate  that  allows  them  to  estab- 
lish, by  regulation,  criteria  for  establishing  bioequivalence  and 
thereapeutic  equivalence. 

Perhaps  Bob  could  expand  on  that. 

Dr.  Temple.  I would  expand  only  a little. 

At  the  present  state  of  our  knowledge,  usually,  bioequivalence 
can  be  specifically  demonstrated  only  by  a study  in  humans,  com- 
paring two  drug  products.  It  is  possible,  however,  when  a number 
of  such  products  become  well  studied,  that  the  performance  in 
people  can  be  related  to  particular  in  vitro  tests,  and  in  that  sort  of 
case,  it  might  be  unnecessary  to  continue  to  require  in  vitro  test- 
ing. In  some  cases,  for  example,  if  a drug  is  highly  soluble,  there 
may  be  no  need  for  bioavailability  studies  at  all.  At  the  present 
time,  if  there  is  a question  about  the  bioavailability  of  certain 
products,  we  would  generally  need  an  in  vitro  bioavailability  study. 
That  is  not  an  enormous  burden;  it  is  a very  small  kind  of  clinical 
trial.  It  is  not  as  easy  as  doing  something  in  a test  tube,  of  course, 
and  there  is  no  need  to  require  such  studies  if  there  is  no  problem, 
but  it  is  not  a high  barrier  to  entry. 

Senator  Schweiker.  Dr.  Kennedy,  I wonder  if  you  would  just 
comment  briefly  on  the  role  you  feel  advisory  committees  play  in 
this  process  of  drug  regulation  and  approval  and  how  they  help  or 
do  not  help? 

Commissioner  Kennedy.  I think  that  the  Bureau  of  Drugs  has 
found  advisory  committees  enormously  useful  in  bringing  to  bear  a 
range  of  expertise  and  of  scientific  perspectives,  and  of  other  kinds 
of  perspectives,  that  we  could  not  possibly  afford  to  keep  in  the 
agency  on  a full-time  basis. 

We  are  just  not  big  enough.  We  do  not  have  enough  people.  It 
quite  often  changes  the  view,  I think,  of  medical  reviewers  to  have, 
for  example,  access  to  particular  kinds  of  knowledge  about  drug 
reaction,  epidemiology,  or  about  the  basic  science  underlying  the 
development  of  a particular  drug.  Quite  frankly,  having  an  exter- 
nal group  of  distinguished  scientists  discuss  particular  problems 
that  are  thorny  and  difficult  to  resolve  in  a regulatory  sense,  I 
suspect,  adds  greatly  to  the  confidence  which  the  scientific  commu- 
nity and  the  public  place  in  FDA  decisionmaking. 

Having  said  that,  I should  also  say,  and  I hope  that  Dr.  Temple 
agrees  with  it,  that  the  usual  situation,  nevertheless,  when  a drug 
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at  the  end  of  a new  drug  application  review  statement  is  brought 
before  an  advisory  committee,  is  that  the  medical  review  officer  in 
charge  of  that  drug  has  been  so  immersed  in  the  information 
supplied  about  it,  and  in  the  literature  about  that  drug,  and 
indeed,  about  the  whole  class  of  drugs  in  which  it  is  a member, 
that  individually,  the  medical  review  officer  does  know  quite  a lot 
more  than  any  single  member  of  the  advisory  committee  about 
that  drug. 

It  is  just  not  reasonable  to  expect  that  outsiders  who  serve  on  a 
part-time  basis  can  get  to  that  level  of  intellectual  intimacy. 

On  the  other  hand,  the  outsiders  bring  different  views  to  the 
process,  and  they  raise  questions  that  others  may  not  have  thought 
of,  and  that  is  especially  valuable,  as  well  as  is  the  validation  role. 

Senator  Schweiker.  One  of  the  provisions  in  my  bill  would  pro- 
vide— and  my  question  is  really  whether  you  see  any  problem  with 
this — if  there  is  an  honest  difference  of  opinion  between  the  person 
applying  for  approval  of  a drug  application  and  the  FDA  reviewers 
then  the  applicant  would  be  given  the  right  to  ask  an  advisory 
committee  to  review  it  and  to  make  recommendations  to  you — and 
I underscore  recommendation,  because  the  advisory  committee's 
findings  would  not  be  binding  on  FDA.  Might  this  be  a way  to 
resolve  the  impasses  and  thereby  expedite  approval  procedures? 

Do  you  see  any  problem  with  that  approach  as  long  as  it  is  done 
on  an  advisory  basis? 

Commissioner  Kennedy.  Bob  Temple  is  much  closer  to  this  prob- 
lem. I would  like  to  have  him  speak  first,  and  then  I would  like  to 
add  something. 

Dr.  Temple.  I am  a little  nervous  about  the  prospect  of  allowing 
a sponsor  to  demand  and  obtain  a hearing  before  an  advisory 
committee. 

As  a general  rule,  if  there  were  an  unresolvable  dispute,  or  we 
concluded  a drug  was  not  approvable  and  the  sponsor  thought  it 
was,  we  would  generally  bring  that  before  an  advisory  committee, 
but  there  are  issues  that  we  feel  are  somewhat  beneath  the  level 
needed  attention  of  an  advisory  committee,  and  we  would  like  to  be 
able  to  say  no  to  such  requests.  They  are  our  advisory  committees 
to  advise  us  when  we  need  advice,  and  we  would  like  to  retain 
control  over  them. 

Senator  Schweiker.  If  it  is  only  an  advisory  in  recommendation, 
what  would  be  wrong  with  it?  I could  understand  your  concern  if 
we  were  proposing  to  give  them  binding  authority.  I would  concur 
completely. 

Commissioner  Kennedy.  Senator,  I was  only  worried  that  you 
changed  the  flavor  a little  bit,  if  you  cast  them  in  the  role  of  an 
appeals  courts  too  often — that  is,  if  the  sponsor  can  appeal  to  them 
and  put  them  in  what  appears  to  be  an  adversary  position  with 
respect  to  medical  review  officers — the  advisory  committee  migh. 
be  used  for  adjudicatory,  as  opposed  to  advisory,  functions. 

I think  that  is  what  troubles  us.  Perhaps  a way  can  be  found  to 
build  in  a little  more  of  an  appeal  process  without  tending  to 
change  that  role  quite  so  much.  We  would  be  glad  to  work  with  you 
on  that. 

Senator  Schweiker.  One  final  question.  We  are  running  a little 
late. 
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Does  FDA  preclear  prescription  drug  advertising  now,  and  if  so, 
under  what  circumstances  and  by  what  authority? 

Commissioner  Kennedy.  We  preclear  some  of  it,  particularly  at 
the  beginning  of  the  marketing  life  of  the  drug;  but  manufacturers 
do  not  have  to  submit  through  FDA  each  new  advertisement  and 
each  new  change  in  advertising. 

We  monitor  prescription  drug  advertising  as  carefully  as  time 
and  resources  permit,  and  we  go  after  some  of  it  when  we  find  that 
it  does  not  follow  our  regulations,  but  we  do  not  preclear  every 
piece  of  it. 

Senator  Schweiker.  Are  you  asking  in  your  bill  to  expand  that 
authority? 

Commissioner  Kennedy.  For  the  initial  period,  we  are.  We  would 
like  to  be  able  to  do  more  of  it,  although  I think  we  would  not  want 
to  make  it  a requirement  that  we  preclear  every  bit,  because  I 
think  that  might  be  less  than  the  highest  and  best  use  of  our 
resources. 

Senator  Schweiker.  That  finishes  my  question,  Mr.  Chairman. 

Thank  you. 

Senator  Kennedy.  I want  to  thank  you  very  much. 

I have  a couple  of  other  questions  on  institutional  review  boards, 
and  what  your  impression  is,  and  how  they  functioned  in  the  past. 

I will  submit  some  other  questions. 

Did  you  have  any  other  comment? 

Commissioner  Kennedy.  Just  one  addition.  I forgot  to  say  that 
we  do  have  an  analysis  of  some  of  the  more  detailed  and  specific 
points  of  S.  1075  and  S.  1138  that  we  did  not  have  a chance  to 
discuss  specifically. 

We  would  like  to  submit  those  for  the  record. 

Senator  Kennedy.  We  will  go  over  them. 

Thank  you  very  much  for  your  presentation  and  responses. 

Commissioner  Kennedy.  Thank  you. 

[The  information  referred  to  follows:] 
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May  3,  1979 

Explanation  of  the  Drug  Regulation  Reform  Act  of  1979 


This  explanation  has  three  parts: 

I.  A summary  of  the  Act; 

II.  A description  of  the  major  differences  between  last 
year's  bill  and  this  Act;  and 

III.  An  outline  of  the  provisions  of  the  Act. 

I . Summary  of  the  Drug  Regulation  Reform  Act  of  1979 


The  Act  does  not  replace,  across  the  board,  the  drug 
provisions  of  the  Federal  Food,  Drug,  and  Cosmetic  Act. 

Rather,  it  selectively  amends  current  law  in  order  to 
implement  a limited  number  of  new  drug  policies. 

Hearings  on  drugs  and  the  Food  and  Drug  Administration 
which  the  Senate  Subcommittee  on  Health  and  Scientific  Research 
held  between  1973  and  1978  pointed  repeatedly  to  several 
fundamental  defects  in  our  drug  regulation  system: 

--First,  we  have  hardly  any  understanding  of  how  approved 
drugs  are  used  in  practice  in  this  country.  Information  on 
adverse  reactions,  long-term  risks,  unanticipated  benefits,  and 
potential  new  uses  is  woefully  inadequate. 

--Second,  neither  the  patients  nor  the  physicians  who  use 
drugs  have  sufficient  objective  information  about  those  drugs. 

--Third,  rational  prescribing  practices  are  frustrated  by 
a variety  of  marketing  abuses  engaged  in  by  the  pharmaceutical 
industry. 

--Fourth,  the  drug  investigation  and  approval  process  is 
too  unpredictable  durings  its  investigational  stage  and  too  rigid 
during  its  approval  stage. 

--Fifth,  it  takes  too  long  to  market  many  drugs. 

--Sixth,  the  public  is  excluded  from  participating  in  the 
drug  regulation  system,  a phenomenon  which  undermines  the 
credibility  of  the  Food  and  Drug  Administration. 

To  correct  these  major  defects,  and  in  order  to  make  a small 
number  of  other  needed  policy  changes , the  Drug  Regulation  Reform 
Act  of  1979  has  been  introduced. 
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J I . Major  Difference-s  Between  Last  Year’s  Bill  and  This  Act 

Last  year,  in  collaboration  with  the  FDA  and  Members  of 
the  House  Subcommittee  on  Health,  Senators  Kennedy,  Nelson, 
Javits,  Williams,  Randolph,  Pell,  Cranston,  Hathaway,  Eagleton, 
and  Riegle  introduced  a bill  (S.  2755)  which  would  have  replaced 
our  current  drug  regulation  system  with  a substantially  different 
system.  As  introduced,  the  bill  was  over  225  pages.  It  replaced, 
overhauled,  modified,  or  revised  virtually  every  drug-related 
provision  of  the  Federal  Food,  Drug,  and  Cosmetics  Act. 

The  cornerstone  of  the  new  approach  was  the  "monograph." 
This  provided  that  every  approved  drug  would  be  covered  by  a 
written  set  of  standards,  to  be  called  a monograph.  Individual 
companies  seeking  to  market  the  drug  would  have  to  demonstrate 
that  their  products  met  the  standards  set  forth  in  the  monograph, 
as  well  as  a set  of  uniform  standards  applicable  to  all  drugs. 

The  companies  would  then  be  issued  product  licenses. 

The  most  basic  difference  between  S.  2755 's  approach  and 
the  Drug  Regulation  Reform  Act  of  1979  is  that  the  monograph  sys- 
tem is  dropped.  Instead,  this  year's  Act  leaves  the  existing  New 
Drug  Application  (NDA)  system  in  place. 

Other  important  provisions  in  S.  2755  which  the  new  Act 
omits  include: 

--Giving  the  first  company  that  makes  the  drug  a five-year 
period  of  exclusive  use  before  other  companies  which 
have  done  no  testing  can  get  licenses. 

--Preventing  the  states  from  imposing  additional  labeling 
and  packaging  requirements  without  FDA  approval. 

In  both  cases , current  law  would  remain  unchanged  under  the  new 
Act . 

Finally,  there  are  some  things  which  S.  2755  did  not  do 
which  the  new  Act  would  do.  The  most  significant  of  these  is 
the  additional  responsibility  given  to  the  National  Center  for 
Drug  Science  to  "conduct  an  ongoing  program  of  drug  science 
policy  research."  This  would  involve  reviewing,  and  making 
recommendations  with  regard  to,  such  matters  as  drug  innovation 
and  development,  problems  inherent  in  risk/benefit  analysis,  and 
the  need  to  accelerate  the  overall  drug  approval  and  utilization 
process . 
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II.  An  Outline  of  the  Provisions  of  the  Act 


NOTE:  This  part  explains,  without  regard  to 

the  actual  order  of  the  sections  in  the 
Act,  the  provisions  of  the  Act. 

A section-by-section  analysis  was  felt  to 
be  confusing,  since  many  individual  sections 
deal  with  disparate  issues  and  since  it  is 
often  necessary  to  consider  separated  sections 
together  to  understand  their  meaning.  Thus, 
instead  of  a section-by-section  analysis, 
this  outline  of  the  Act  has  been  provided. 


A.  Improving  Our  Understanding  of  Drugs 

1.  Instituting  a Coherent  System  for  Evaluating  Approved 
Drugs . 

a.  Post-Marketing  Surveillance 


The  single  most  important  feature  of  the  Act  sets 
up  procedures  and  standards  under  whicti  prescription 
drugs  may  be  subjected  to  post-marketing  surveillance. 

At  the  time  a drug  is  approved,  no  hearing  is 
required  before  surveillance  is  imposed,  and  the 
Secretary  must  require  surveillance  unless  he  deter- 
mines it  is  not  necessary  or  useful.  In  other  situ- 
ations, a hearing  must  be  afforded  and  the  burden  is 
reversed,  i.e.,  surveillance  would  only  occur  if  the 
Secretary  decided  it  was  necessary  and  useful. 

Both  the  situations  where  surveillance  would  be 
required,  and  the  methods  by  which  it  would  be  con- 
ducted, would  be  defined  in  regulations  which  the 
Secretary  must  establish.  The  Joint  Commission  for 
Prescription  Drug  Use,  Inc.,  must  be  allowed  to  review 
and  comment  on  such  regulations  before  the  Secretary 
promulgates  them. 

The  drug  company  which  secured  approval  of  a drug 
would  bear  the  cost  of  post-marketing  surveillance. 
Where  two  companies  are  marketing  the  drug,  they  would 
share  responsibility  for  conducting  surveillance.  Any 
surveillance  requirement  must  be  reviewed  by  an  advis- 
ory committee  and  expires  (with  the  possibility  of 
renewal)  after  five  years. 
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b.  Further  Scientific  Investigations 


The  Act  also  authorizes  the  Secretary  to  require 
the  conduct  of  post-approval  scientific  investigations 
in  situations  where  a prescription  drug  (1)  is  known 
or  may  be  expected  to  produce  an  adverse  effect,  or 
(2)  is  known  or  may  be  expected  to  be  used  for  unap- 
proved purposes. 

At  the  time  a drug  is  approved,  no  hearing  is 
required  in  order  for  the  Secretary  to  require  further 
investigations.  In  other  situations,  a hearing  must 
be  afforded. 

The  drug  company  which  secured  approval  of  the 
drug  must  bear  the  cost  of  any  investigation.  Where 
two  companies  are  marketing  the  drug,  they  would  share 
the  cost  of  investigation.  Any  investigation  require- 
ment must  be  reviewed  by  an  advisory  commi-ttee . 

c.  Special  Safety/Effectiveness  Research  Program 
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The  overwhelming  majority  of  the  work  dealing  with 
drug  safety  and  effectiveness  will  be  carried  out  by 
drug  companies,  academic  investigators,  and  government 
researchers . 

In  a very  limited  number  of  cases,  however,  research 
gaps  will  occur.  To  fill  those  gaps,  the  National  Cen- 
ter for  Drug  Science  would  be  authorized  to  "conduct  and 
support  research"  to  facilitate  "breakthroughs  in  drug 
science  research"  and  to  investigate  the  safety  and 
effectiveness  of  approved  drugs. 

d.  Drug  Experience  Assessment  Report 


Both  post-marketing  surveillance  and  further  scien- 
tific investigations  will  generate  more  and  better 
information  about  the  effects  of  specific  drugs. 

The  drug  experience  assessment  report,  which  the 
new  National  Center  ioi  Drug  Science  must  publish 
annually,  would  provide  the  public,  health  professionals, 
and  government  agencies  with  an  across-the-board  review 
and  analysis  of  drug  use  in  the  United  States.  A dis- 
cussion of  adverse  effects  and  unanticipated  reactions 
must  be  included  in  the  report,  as  well  as  recommenda- 
tions for  improving  drug  use  in  this  country. 
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2.  Disseminating  Objective  Information  about  Approved 
Drugs 

a.  Patient  Package  Inserts 


The  Act  would  assure  patients  a written  summary 
of  the  benefits  and  risks  associated  with  use  of  each 
drug--in  most  cases.  The  summary--or  patient  package 
insert--would  also  describe  precautions  to  be  taken, 
methods  for  dealing  with  adverse  reactions,  and  infor- 
mation regarding  proper  administration  and  storage. 

The  summary  must  be  prepared  in  a readable  manner. 

A patient  can  be  denied  access  to  a patient 
package  insert  only  (1)  by  the  patient's  doctor,  if 
the  doctor  decides  that  a health  hazard  is  posed  by 
the  insert;  (2)  where  the  patient  is  in  a hospital; 

(3)  when  an  emergency  occurs;  or  (4)  where  the  patient 
gets  the  drug  in  the  doctor's  office 

In  addition,  pharmacies  would  be  required  to 
display  a book  containing  the  patient  package  inserts 
of  the  100  most  frequently  sold  prescription  drugs. 

b.  Physician  Information:  Drug  Summaries,  the  Drug 

Index,  and  the  Training  Program  of  the  National  Center 


Doctors,  too,  would  be  assured  an  objective  summary 
of  the  benefits  and  risks  associated  with  use  of  each 
prescription  drug.  The  summary  would  be  required  to 
cover  indications,  contraindications  and  side  effects. 


In  addition,  doctors  (and  other  health  profes- 
sionals) would  receive  an  index  of  all  prescription 
drugs,  organized  by  diagnostic  and  therapeutic  cate- 
gories and  stating  which  drugs  are  therapeutically 
equivalent.  This  index  would  be  prepared  privately 
but  in  accordance  with  regulations  established  by  the 
Secretary;  however,  if  private  organizations  failed 
after  three  years  to  publish  or  distribute  the  index 
in  a manner  that  complied  with  the  regulations,  respon- 
sibility for  preparing  the  index  wouJ  1 be  taken  over  by 
the  Secretary. 
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Finally,  the  Act  recognizes  that  doctors  and  other 
health  professionals  can  make  intelligent  use  of  the 
information  they  receive  only  insofar  as  they  have 
been  trained  to  use  it.  The  conventional  training  of 
doctors  and  others  in  the  area  of  clinical  pharmacology 
and  clinical  pharmacy  is  often  inadequate.  To  correct 
this,  the  National  Center  for  Drug  Science  would  be 
authorized  to  help  medical  and  other  schools  to  improve 
their  clinical  pharmacology  and  clinical  pharmacy  pro- 
grams . 

c.  Risk  Nofification 


In  the  event  that  FDA  finds  that  a drug  presents 
a "substantial  risk  of  illness  or  injury"  and  that 
notification  affords  "an  effective  means  to  eliminate 
or  reduce  the  risk,"  the  Act  would  authorize  FDA  to 
order  such  notification. 

d.  Education  Program 


The  Act  clarifies  FDA's  authority  to  educate  the 
public  and  health  professionals  about  drug  benefits, 
risks,  and  proper  use. 

In  addition,  the  Act  makes  explicit  FDA's  authority 
to  inform  the  public,  doctors,  pharmacists,  and  others 
as  to  which  drugs  meet  the  same  standards  of  identity, 
strength,  quality,  purity,  stability,  and  bioavailabil- 
ity, and  are  therapeutically  equivalent. 

e.  Safeguards  Against  Distorted  Data  and  Irrelevant 
Influences 


Providing  doctors  with  objective  information  is 
useful  to  the  extent  that  such  information  is  not 
undermined  by  misleading  data  or  extraneous  influences. 

Thus,  to  safeguard  the  flow  of  objective  informa- 
tion, the  Act  requires  that  advertising  be  accurate; 
that  comparative  advertising  be  supported  by  substantial 
evidence;  and  that  the  first  (and  most  influential) 

"run"  of  advertising  material  be  cleared  in  advance  by 
FDA . 
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In  addition,  the  Act  prohibits  drug  companies  from 
giving  gifts  over  $5  to  doctors,  pharmacists,  and 
others  for  the  purpose  of  influencing  them  to  buy  par- 
ticular drug  products.  The  distribution  of  free  drug 
products  is  also  curtailed. 

Finally,  to  prevent  drug  companies  from  "targeting" 
doctors  for  high-pressuie  sales  campaigns,  the  Act 
restricts  access  to  the  doctor/patient  information 
contained  in  prescriptions.  However,  legitimate 
research-including  statistical  surveys---  is  permitted. 


3.  Improving  the  Capacity  of  Doctors  and  Other  Health 
Professionals  to  Use  Information 

Objective  information  about  drugs  is  useful  to  doctors 
and  other  health  professionals  to  the  extent  they  are 
properly  educated  and  trained  to  use  it.  One  function  of 
the  National  Center  for  Drug  Science  is  to  raise  the  gen- 
eral level  of  understanding  of  drugs  among  doctors  and 
others . 

a.  Grants  to  Schools 


The  National  Center  would  be  authorized  to  make 
grants  to  schools  of  medicine,  osteopathy,  dentistry, 
podiatry,  nursing,  and  pharmacy;  and  to  training  cen- 
ters for  allied  health  professions;  for  the  purpose  of 
establishing  new  programs  and  expanding  existing  pro- 
grams of  training  in  clinical  pharmacology  and  clinical 
pharmacy . 

Similar  grants  could  be  made  for  continuing  educa- 
tion and  demonstration  projects. 

b.  Traineeships  and  Fellowships 


The  National  Center  would  be  authorized  to  make 
grants  to  schools  for  the  provision  of  traineeships 
in  the  areas  of  clinical  pharmacology  and  clinical 
pharmacy.  The  Center  could  also  provide  fellowships 
directly  to  doctors  and  others  to  undertake  research 


B.  Creating  a More  Rational  Drug  Approval  Process 

The  bill  would  not  dramatically  alter  the  current  drug 
approval  process.  It  would,  however,  modify  that  process  in 
several  respects. 


1.  Public  Participation 
a.  Public  Access 
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The  Act  would  require  that  the  public  be  notified, 
via  The  Federal  Register , that  a drug  application  has  . 
been  filed  with  FDA.  Any  member  of  the  public  would 
then  be  able  to  inspect  and  copy  a summary  and  portions 
of  the  application,  but  FDA  would  still  be  able  to 
protect  trade  secrets. 

The  public  would  also  be  informed,  again  via  The 
Federal  Register,  of  any  hearing  FDA  decides  to  hold. 
This  applies  to  any  hearing  on  the  drug  itself  as  well 
as  to  any  hearing  at  which  post-marketing  surveillance 
and  other  special  requirements  are  considered. 

b.  Public  Comment  and  Advocacy 


The  Act  encourages  members  of  the  public  to  comment 
on  any  drug  application.  They  may  also  request  a hear- 
ing. The  public  may  participate  in  any  drug  approval 
hearing  the  FDA  holds,  as  well  as  any  hearing  at  which 
post-marketing  surveillance  and  other  special  require- 
ments are  considered. 

Since  most  members  of  the  public  cannot  afford  to 
hire  a professional  advocate,  the  Act  authorizes--and 
provides  reimbursement  for- -public-interest  groups  that 
demonstrate  the  appropriateness  of  their  participation 
in  any  proceeding.  Laxters'  fees  (up  to  a certain 
amount)  as  well  as  expert  witness  fees  and  other  costs 
may  be  reimbursed  by  FDA. 


2.  Greater  Predictability 


The  Act  includes  several  provisions  designed  to  reduce 
the  uncertainty  and  increase  the  predictability  of  the  drug 
approval  process. 

First,  it  encourages  drug  companies  to  seek  advice  from 
FDA  about  their  testing  plans,  protocols,  and  methods,  and 
the  acceptability  of  their  results.  It  then  requires  FDA 
to  provide  advice. 
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Second,  the  Act  requires  FDA  to  spell  out  drug 
testing  guidelines  on  which  companies  may  rely  and  which 
FDA  must  follow. 

Third,  the  Act  sets  up  a procedure  for  resolving 
scientific  disputes  between  drug  companies  and  FDA, 

3.  More  Expeditious  Decisions 


c i-  The  provisions  which  make  the  drug  approval  process 

* more  predictable  (described  above)  will  also  serve,  on 
the  whole,  to  expedite  FDA  decisions. 

In  addition,  the  drug  approval  process  should  generally 
be  speeded  up  as  a result  of  the  post-marketing  surveil- 
lance provision.  The  reason  for  this  is  that  FDA  personnel 
will,  on  the  whole,  be  more  willing  to  approve  a drug  once 
they  know  that  they  have  the  legal  authority  to  continue  to 
evaluate  it  afterwards. 

The  process  should  also  generally  be  speeded  up  by  the 
"limited  distribution"  and  informed  consent  provisions. 

The  Act  permits  FDA  to  restrict  the  distribution  of  a pre- 
scription drug,  within  specified  limits,  if  FDA  finds  that 
the  drug  cannot  otherwise  be  found  safe  and  effective.  The 
Act  further  allows  FDA  to  require  that  patients  give  their 
informed  consent  to  use  of  a prescription  drug  in  cases 
where  FDA  finds  the  drug  poses  a serious  risk.  These  pro- 
visions should  serve  to  expedite  the  process.  FDA  personnel 
will  generally  be  more  willing  to  approve  drugs  which  pose 
substantial  risks  once  they  know  they  have  the  authority  to 
reduce  such  risks  by  limiting  distribution  or  requiring 
patients'  informed  consent  prior  to  use. 

Finally,  the  "breakthrough  drug"  provision  should  be 
noted.  This  would  allow  life-saving  drugs  with  unique 
therapeutic  advantages  to  be  approved  before  adequate  and 
well-controlled  studies  of  their  effectiveness  have  been 
completed.  The  "breakthrough  drug"  provision  will  thus  allow 
a special  category  of  drugs  to  be  marketed  substantially 
sooner . 


C.  Miscellaneous  Changes 

While  the  Act  focuses  primarily  on  the  areas  of  information 
and  process,  it  contains  a number  of  provisions  designed  to 
improve  other  aspects  of  current  law. 
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1.  Limited  Distribution  and  Informed  Consent 

In  the  discussion  of  how  the  Act  expedites  the  drug 
approval  process,  these  provisions  have  already  been  men- 
tioned. It  should  be  noted,  of  course,  that  the  protection 
of  the  public  health  is  the  primary  reason  for  authorizing 
FDA  to  limit  the  distribution  of  certain  prescription  drugs 
or  to  require  patients ' informed  consent  to  the  use  of  cer- 
tain prescription  drugs. 


2.  Breakthrough  Drugs 

Again,  in  the  context  of  explaining  how  the  Act  would 
expedite  the  process,  the  breakthrough  drug  provision  was 
mentioned.  It  should  be  clear,  however,  that  the  primary 
reason  for  this  change  is  also  to  improve  the  public  health 
by  permitting  seriously  ill  patients  with  no  therapeutic 
alternatives  to  use  drugs  which  appear  effective  but  whose 
effectiveness  remains  to  be  fully  demonstrated. 


3.  Batch  Certification 


The  Act  repeals  existing  batch  certification  provisions 
that  apply  only  to  insulin  and  antibiotics  and  substitutes 
a batch  certification  provision  that  applies  to  all  drugs. 
Unlike  current  law,  however,  the  Act  limits  FDA's  authority 
to  require  that  individual  drug  batches  be  approved  by  the 
agency.  Only  if  there  is  reason  to  believe  that  batches 
will  fail  to  meet  pharmacopeial  standards,  and  that  such 
failure  poses  a public  health  risk,  can  FDA  take  action. 

The  Act  limits  any  batch  certification  requirement  to  three 
years,  but  the  requirement  may  be  renewed.  Finally,  the  Act 
explicitly  permits  the  FDA  to  exempt  a particular  facility 
or  manufacturer  from  the  general  requirement. 

4.  Stronger  Drug  Investigation  Procedures 


The  Act  strengthens  the  provisions  of  existing  law 
which  govern  drug  investigations.  Specifically,  the  Act 
requires  patients'  informed  consent  to  cl  investigational 
use  of  drugs  except  in  medical  emergencies;  authorizes  FDA 
to  protect  the  confidentiality  of  patieni  records  and  to 
safeguard  other  patient  rights;  and  allows  FDA  to  assure 
the  maintenance  and  submission  of  complete  and  accurate 
investigational  information. 
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5 . Orphan  Drugs 


In  situations  where  a very  small  number  of  people 
suffer  from  a rare  disease,  and  in  other  instances,  the 
economics  of  the  drug  industry  may  deter  all  companies 
from  doing  the  research  and  development  needed  to  produce 
badly  needed  drugs.  At  the  same  time,  the  priority-setting 
process  within  the  private  nonprofit  research  community, 
the  academic  research  community,  and  the  government  research 
community  may  also  prevent  the  allocation  of  funds  for  the 
purpose  of  developing  such  -'orphan"  drugs. 

Accordingly,  the  Act  authorizes  the  National  Center 
for  Drug  Science  to  "conduct,  and  support  research ...  for 
the  development  of  drugs_  for  diseases  and  other  conditions 
of  low  incidence .../_  if_/  there  is  either  no  or  minimal 
research  of  a similar  nature  being  conducted  outside  of 
government  or  by  other  agencies  of  government." 

6.  Elimination  of  Grandfathered/Old/New  Drug  Dis tine tions 


Today,  there  are  not  only  over-the-counter  and 
prescription  drug  classifications,  but  there  are  grand- 
fathered drugs  (not  generally  recognized  as  safe  and 
effective,  but  subject  to  the  1906  Act,  and  therefore  not 
subject  to  section  505,  old  drugs  (generally  recognized 
as  safe  and  effective  and  therefore  not  subject  to  sec- 
tion 505/,  and  new  drugs  (not  generally  recognized  as  safe 
and  effective  and  therefore  subject  to  section  505).  The 
grandfathered/old/new  drug  distinction  creates  substantia] 
confusion  and  regulatory  difficulty.  Moreover,  it  means 
that  some  drugs  have  never  been  tested  scientifically  for 
safety  and  effectivness  nor  explicitly  found  to  be  safe 
and  effective,  while  other  drugs  have  been  so  tested  and 
found  safe  and  effective. 

The  Act  provides  that,  except  for  over-the-counter 
drugs  which  have  successfully  gone  through  the  OTC  drug 
review  process--established  by  Congress--prior  to  a date 
1-1/2  years  after  the  Act  is  signed,  all  drugs  not 
approved  under  section  505  must,  within  stated  periods 
of  time,  be  scientifically  tested  and  explicitly  found 
to  be  safe  and  effective  under  the  procedures  and  stan- 
dards of  section  505. 


50-972  0-79-26 


396 


7.  Enforcement  Changes 


The  Act  seeks  to  balance  more  equitably  the  relation- 
ship between  the  drug  companies  and  FDA. 

On  the  one  hand,  it  eliminates  the  feature  of  current 
law  (embodied  in  the  Park  decision)  which  holds  a drug 
company  official  criminally  liable  for  committing  a pro- 
hibited act  regardless  of  the  official's  actual  knowledge, 
duty  to  know,  or  intent.  The  "strict"  standard  is 
replaced  by  a "negligence"  standard. 

On  the  other  hand,  the  bill  strengthens  the  prohibi- 
tion against  submitting  false,  misleading  or  incomplete 
data  to  FDA;  permits  FDA  to  "embargo"  allegedly  adulterated 
or  misbranded  drugs  for  20-30  days;  allows  FDA  to  suspend 
a drug's  approval  if  the  drug  poses  an  "unreasonable  risk 
of  illness  or  injury  to  any  segment  of  the  population"; 
gives  FDA  subpoena  power;  and  subj ects ’ violators  to  civil 
penalties . 


8.  Advisory  Committees 


The  Act  explicitly  authorizes  FDA  to  establish  advisory 
committees.  Each  advisory  committee  must  have  at  least 
five  members.  At  least  one-third  of  the  members  must 
reflect  the  interests  of  consumers  or  patients,  but  each 
committee  shall  also  reflect  the  interests  of  health  care 
providers  and  scientists. 


9.  Definitions  of  "Safe"  and  "Effective" 


The  Act,  in  defining  "safe"  and  "effective,"  basically 
codifies  the  standards  FDA  now  uses.  With  the  inclusion 
of  the  public  in  the  agency's  decision-making  process,  it 
was  felt  necessary  to  clarify  in  this  manner  the  standards 
the  agency  applies. 
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10.  New  Export  Policy 


Current  law  prohibits  the  export  of  all  unapproved 
new  drugs.  This  prohibition,  designed  to  protect  foreign 
patients,  has  two  hidden  counterproductive  consequences. 

First,  it  prevents  foreign  countries  from  importing 
from  the  United  States  a drug  which  deals  with  a purely 
local  disease  and--bocause  of  that  fact- -was  never  tested 
in  the  United  States  nor  submitted  to  FT)/  for  approval. 

Second,  it  prevents  foreign  countries  from  importing 
from  the  U.S.  a drug  whose  benefits  outweigh  its  risks  in 
that  country  but  whose  benefit/risk  ratio  is  unacceptable 
in  this  country  and  was  thus  disapproved 

The  Act  thus  contains  an  export  provision  which  allows 
unapproved  drugs  to  be  exported  under  a permit  system  if 
the  foreign  country  explicitly  requests  the  drug,  the  drug 
company  provides  it  with  benefit /risk  information,  and  FDA 
determines  that  the  export  poses  no  public  health  hazard. 


11.  Statutory  FDA 


Today,  the  federal  agency  which  protects  our  food 
and  drug  supply,  the  Food  and  Drug  Administration,  has 
no  formal  status  in  law.  It  is  purely  an  administrative 
structure.  Technically,  it  can  be  dismantled  at  any  time. 
Its  Commissioner  is  accountable  only  to  the  head  of  the 
Department  of  Health,  Education,  and  Welfare. 

The  Act  gives  FDA  a statutory  charter.  It  defines 
the  agency’s  powers  and  duties.  It  sets  forth  the  laws 
FDA  must  administer. 

Finally,  the  Act  establishes  in  law  the  position  of 
FDA  Commissioner  and  requires  that  the  person  named  to  that 
position  be  appointed  by  the  President,  with  the  advice  and 
consent  of  the  Senate. 


/ 
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DEPARTMENT  OF  HEALTH.  EDUCATION.  AND  WELFARE 

PUBLIC  HEALTH  SERVICE 
POOD  AND  DRUG  ADMINISTRATION 
ROCKVILLE.  MARYLAND  20857 


m zo  m 


Honorable  Edward  M.  Kennedy 
Chairman,  Subcommittee  on  Health 
and  Scientific  Research 
Committee  on  Human  Resources 
United.  States  Senate- 
Washingtonr  D.C-  2.051 0 

Dear  Senator  Kennedy: 

Enclosed  is  a summary  of  the  areas  of  concern  in  $*  1138  which 
Commissioner  Kennedy  agreed  to  submit  for  the  record  when  he  appeared 
before  your  Subcommittee  on  May  IT,  1979  on  the  Drug  Regulation  Reform 
Act  of  1979* 


Deputy  Associate  Commissioner 
for  Legislative  Affairs  (Legislation) 

Enclosure 


cc:  Senate  Congressional  Staff  On  Drug  Bill 
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AREAS  OF  CONCERN  IN  S.  1138 

Provision  of  FIX 
Act  as  Amended  by 
S.  1138 

COMMENT 

505(b) 

The  bill  provides  the  Secretary  with  discretionary 
authority  to  permit  summaries  of  data  to  be  submitted 
with  NDA's  in  lieu  of  full  reports  of  investigations. 
This  aspect  of  NDA  data  handling  is  unobjectionable 
because  it  is  discretionary.  However,  the  subsection 
fails  to  provide  for  the  public  disclosure  of  the  NDA 
safety  and  efficacy  data  and  this  does  not  address 
this  important  and  controversial  issue  that  must  be 
resolved. 

505(c) 

The  bill  proposes  to  add  to  the  current  NDA  procedure 
an  advisory  conmittee  "review"  on  the  question  of 
whether  an  application  is  approvable.  As  proposed, 
an  applicant  could  elect  to  have  both  a 505(c) 
hearing  before  the  Secretary  (as  under  current  law) 
if  the  application  is  not  approved  and  an  advisory 
coimittee  review.  The  hearing  and  review  could  be 
conducted  as  a single  proceeding  only  if  the  applicant 
consents.  Also,  the  proposal  does  not  anticipate  a 
conflict  in  the  conclusions  of  the  two  proceedings;  in 
theory  they  could  occur  simultaneously. 
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FDA  would  prefer  that  an  applicant  have  access  to 
a legislative  type  hearing  before  an  advisory  carmittee 
and  then  only  in  those  circumstances  where  FDA  deans 
such  review  beneficial  or  when  FDA  proposes  to  deny 
or  withdraw  approval. 

S.  1138  proposes  that  applicants  be-  provided  with 
names  of  FDA  reviewers,  but  the  purpose  of  this 
provision  is  not  clear.  It  may,  however,  initimidate 
reviewers  and  provide  opportunity  for  harrassment. 
Because  approval  of  an  application  is  an  institutional 
decision,  providing  the  names  of  reviewers  to 
applicants  would  serve  no  useful  purpose.  The 
agency  has  procedures  under  which  an  applicant 
may  obtain  additional  data,  etc.  These  procedures 
are  known  to  applicants  and  are  sufficient. 

The  qualifications  of  the  menbers  of  advisory  com- 
mittees are  unclear.  It  appears  that  all  members 
would  have  to  be  properly  credentialed  scientists. 
However,  it  may  be  that  advocates  of  certain  view- 
points and  interests,  whether  or  not  scientifically 
qualified  to  pass  upon  the  technical  points  in 
consideration  of  an  application,  are  to  be 
appointed. 
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l5(e)  The  bill  proposes  to  codify  an  ANDA  procedure.  We 

agree  that  this  is  a very  important  issue  which 
should  be  included  in  any  new  drug  reform  legislation. 
We  differ  only  on  one  of  the  specifics  of  the 
proposal. 

The  proposed  5-year  period  of  "exclusivity"  is  an 
acceptable  period.  However , the  requirement  that  the 
Secretary  find  that  "there  has  been  sufficient 
experience  with  the  drug  to  justify"  the  action  is 
unnecessary,  and  provides  a litigable  issue  that 
can  only  serve  to  delay,  and  perhaps  deny,  the  utility 
of  the  provision.  FDA  would  prefer  to  have  a clear- 
cut  and  definitive  point  (a  specified  period 
of  years)  when  a second  market  entrant  can 
apply  for  approval  of  its  version  of  an  already 
approved  product  without  having  to  reprove  the 
safety  and  efficacy  of  the  active  component. 

505 (j)  The  bill  proposes  a dual  system  of  authorizing 

human  clinical  investigations  of  experimental 
substances  or  uses — the  current  IND  system 
and  the  one  in  which  selected  institutions  would 
authorize  and  monitor  research.  The  provision  appears 
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unnecessarily  detailed  and  complex.  FDA  would 
prefer  to  have  discretionary  authority  to 
designate  institutions  determined  to  be  able  to 
authorize  and  supervise  the  early  stages  of  drug 
investigations  in  humans,  subject  to  standards 
spelled  out  in  the  statute. 

FDA  believes,  hcwjever,  that  it  is  vital  that  the 
legislation  include  a requirement  that  participants 
in  investigations  be  fully  informed  of  the  risks 
involved  and  freely  consent  to  participate. 

Under  the  bill,  for  investigational  applications 
submitted  to  the  Secretary,  an  applicant  must  be 
given  a hearing  before  an  advisory  ccnmittee  on  the 
reasons  for  disapproving  a proposed  investigation. 
Such  a hearing,  at  the  applicant's  option,  is 
unreasonable  and  unnecessary  unless  there  are 
unique  circumstances  or  issues  to  be  resolved. 

On  pages  8,  9,  12,  13  and  16  of  S.  1138,  the 
word  used  is  "substantial”  rather  than  "significant" 
risk  of  illness.  This  is  a higher  standard  and 
permits  approvals  in  circumstances  presenting 
greater  chance  of  harm  or  injury  to  participants. 
FDA  would  prefer  that  the  word  "significant"  be 


used. 
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20l(aa)  Drug  research  investigations  for  marketed  products 

seem  inappropriate  under  the  circumstances  specified 
in  201 (aa) (2) . The  provision  should  distinguish 
more  clearly  between  legitimate  medical  or  therapeutic 
use  of  a marketed  product  for  an  unapproved  indication 
and  investigational  use  of  the  product. 

301 (s)  Proposed  new  section  301 (s) , relating  to  false  or 

misleading  statements,  may  not  reach  testing  and 
research  facilities  whose  documents  are  ultimately 
submitted  to  FDA  by  a drug  investigation  sponsor. 

This  provision  should  clearly  encompass  these 
facilities . 

Senator  Kennedy.  Phil  Lee,  director,  health  policy,  University  of 
California  at  San  Francisco. 

We  have  three  more  witnesses,  and  we  will  try  to  do  each  in  25 
minutes.  We  will  ask  the  witnesses  to  summarize  their  statements. 

Dr.  Lee,  you  have  been  very  helpful  to  this  committee  over  the 
years  in  a number  of  different  policy  areas.  We  are  glad  to  have 
your  comments  today. 

STATEMENT  OF  DR.  PHILIP  R.  LEE,  DIRECTOR,  HEALTH 

POLICY  PROGRAM,  UNIVERSITY  OF  CALIFORNIA  AT  SAN 

FRANCISCO 

Dr.  Lee.  I’m  very  pleased  to  respond  to  the  subcommittee's  re- 
quest to  testify  on  the  Drug  Regulation  Reform  Act  of  1979,  S. 
1075.  I will  also  comment  in  my  testimony  submitted  for  the  record 
on  S.  1045,  introduced  at  the  request  of  the  administration. 

At  the  outset,  Mr.  Chairman,  I would  like  to  congratulate  the 
subcommittee  and  your  staff  for  drafting  an  excellent  bill.  I hope  to 
make  it  clear  in  my  testimony  why  I find  the  need  for  S.  1075 
compelling  and  the  provisions  with  one  exception  very  appropriate 
to  the  needs. 

If  you  believe  that  a fundamental  revision  of  the  Food,  Drug  and 
Cosmetic  Act  is  not  feasible,  then  I believe  S.  1075  will  do  much  to 
solve  many  of  the  serious  problems  in  the  premarketing  review 
process  and  in  the  postmarketing  use  of  prescription  drugs.  In 
short,  Mr.  Chairman,  I support  S.  1075  enthusiastically. 

I would  like  to  associate  myself  with  Commissioner  Kennedy's 
remarks,  with  two  exceptions,  first,  those  on  the  export  provisions 
and  second,  those  on  advisory  committees.  I oppose  the  present 
export  provision  in  S.  1075.  I believe  the  provisions  in  the  legisla- 
tion with  respect  to  advisory  committees  are  the  correct  provisions. 
The  provisions  note  that  patients  and  consumers  are  to  reflect  the 
interest  of  those  groups,  not  represent  them.  I think  that  is  a 
significant  difference,  and  I think  the  bill  as  drafted  is  an  excellent 
resolution  of  a very  complex  problem. 
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I regret,  Senator  Schweiker,  I have  not  had  the  opportunity  to 
review  your  proposals,  but  I would  be  pleased  to  do  that  and 
submit  written  comments  in  detail. 

Senator  Schweiker.  I would  appreciate  that. 

Dr.  Lee.  Let  me  turn  to  page  4 of  my  testimony  and  review  with 
you  some  of  the  testimony  and  background  attachment  which  I 
would  like  to  submit  for  the  record.  The  background  material  that 
I am  submitting  contains  a review  of  materials  from  previous 
congressional  hearings  and  the  medical  literature  with  respect  to  a 
number  of  problems,  including:  use  of  drugs  in  the  United  States; 
factors  that  influence  drug  use;  the  inappropriate  and  justified 
prescribing  of  specific  therapeutic  classes  of  drugs  by  physicians; 
the  improper  use  of  drugs  by  patients,  (or  what  has  been  called 
noncompliance);  and  adverse  drug  reactions. 

Our  review  of  the  available  data  illustrates  how  little  is  really 
known  about  the  use  of  prescription  drugs  particularly  with  regard 
to  specific  drug  products.  It  reveals  how  little  is  known  about 
adverse  drug  reactions,  particularly  in  nursing  homes  and  ambula- 
tory care  settings,  and  it  reveals  how  little  is  known  about  the 
multiplicity  of  factors  which  influence  prescribing. 

The  data  that  are  available  point  to  some  very  serious  problems 
that  can  only  be  effectively  addressed  with  major  changes  in  the 
current  Food,  Drug  and  Cosmetic  Act.  For  example,  available  infor- 
mation reveals  the  following: 

The  average  U.S.  hospital  inpatient  receives  9.1  drugs  per  hospi- 
tal admission,  compared  to  7.1  in  Canada,  5.8  in  New  Zealand,  and 
4.6  in  Scotland.  The  group  that  carried  out  this  study  analyzed  the 
data  and  concluded  that  the  differences  were  due  largely  to  physi- 
cian prescribing  rather  than  the  clinical  condition  of  the  patients. 

Senator  Kennedy.  Why  do  physicians  prescribe  more  drugs  in 
this  country? 

Dr.  Lee.  I think  there  are  a variety  of  factors  that  contribute  to 
that,  Senator  Kennedy.  I think  we  get  into  the  habit  of  that  in  our 
teaching  hospitals.  I think  that  is  really  where  one  of  the  problems 
begins.  There  is  a tremendous  amount  of  promotion  that  stimu- 
lates, prescribing.  There  is  also  a considerable  patient  induced 
demand,  which  we  know  little  about,  for  prescriptions.  Thus,  there 
are  a multiplicity  of  factors  that  lead  to  this  prescribing  behavior 
plus  availability,  of  a number  of  very  effective  and  important 
drugs. 

It  is  a complex  problem,  and  I do  not  think  we  really  know 
enough  about  it.  If  I could  answer  the  question  precisely,  we  might 
not  need  some  of  the  provisions  that  are  proposed  in  S.  1075. 

Additional  observations  based  on  the  analysis  of  available  infor- 
mation include: 

Ambulatory  care  for  the  United  States  suggests  that  the  pa- 
tient’s appearance  in  a physician’s  office,  rather  than  the  patient’s 
specific  complaint,  may  be  the  chief  indication  for  the  use  of  a 
prescription  drug,  injection,  or  immunization. 

Year  after  year,  the  inappropriate  and  unjustified  prescribing  of 
antibiotics  continues.  Studies  in  the  literature  spanning  more  than 
a decade  reveal  misuse  of  antibiotics  in  community  hospitals  of  all 
sizes,  shapes,  and  descriptions,  as  well  as  in  university  and  Veter- 
ans’ Administration  hospitals.  The  inappropriate  and  unjustified 
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use  of  antibiotics  is  not  confined  to  hospitals.  The  use  of  antibiotics 
for  ambulatory  patients,  particularly  those  with  viral  respiratory 
infections  such  as  flu  and  the  common  cold,  is  excessive. 

Serious  questions  have  been  and  continue  to  be  raised  about  the 
widespread  uses  of  minor  tranquilizers,  stimulants,  sedatives,  and 
hypnotics. 

Senator  Kennedy.  Have  you  got  a percentage  of  antibiotics  inap- 
propriately prescribed? 

Dr.  Lee.  In  hospital  studies  inappropriate  antibiotic  or  antibiotic 
dosages  were  used  in  30  to  60  percent  of  all  treated  patients. 
Prophylactic  use  in  surgical  patients  is  frequently  unjustified  or 
the  duration  of  use  inappropriate.  I have  this  detailed  in  my  state- 
ment— and  more  details  about  the  estimated  overuse  of  antibiotics 
in  hospital  situations. 

In  ambulatory  care  settings,  many  of  us  do  not  believe  that  the 
common  cold  is  an  appropriate  indication  for  antibiotics.  Yet  an 
estimated  60  percent  of  patients  present  in  the  physician’s  office 
with  a common  cold  will  receive  an  antibiotic.  Ninety  percent  of 
them  will  receive  drugs  of  one  kind  or  another. 

The  use  of  oral  estrogens  for  the  treatment  of  menopausal  symp- 
toms has  been  seriously  questioned  because  of  the  increased  inci- 
dence of  uterine  cancer  in  women  who  use  estrogens  for  long 
periods. 

Variations  in  physician  prescribing  patterns  are,  if  anything, 
exceeded  by  variations  in  the  use  of  drugs  by  patients.  Careful 
analysis  of  reports  in  the  literature  have  found  that  even  for  acute 
illnesses,  rates  for  patients  following  the  regimes  prescribed  by 
their  physicians  varied  from  a low  of  18  percent  to  a high  of  89 
percent.  For  long-term  care  the  average  was  only  54  percent,  and 
almost  one-third  of  the  patients  took  few,  if  any,  of  the  prescribed 
medicines. 

Most  of  the  patients  take  too  few  drugs,  not  too  many.  It  is 
underutilization,  particularly  in  the  treatment  of  hypertension.  It 
is  also  a problem  in  streptococcal  pharyngitis  when  patients  stop 
taking  penicillin  after  3 days  when  they  should  continue  for  10 
days. 

There  are  a number  of  such  examples  in  the  literature. 

It  has  also  been  found  that,  with  few  exceptions  between  25  and 
59  percent  of  patients  will  commit  errors  in  the  use  of  prescription 
drugs,  and  for  4 to  35  percent  of  the  patients  the  misuse  of  medica- 
tion poses  serious  threats  to  their  health,  and  may  even  be  life 
threatening. 

Adverse  drug  reactions  are  a serious  problem  although  much  of 
the  data  unfortunately  continues  to  be  unclear.  It  is  probably  not 
possible  to  extrapolate  the  available  data  to  provide  valid  estimates 
of  adverse  drug  reactions  for  the  population  as  a whole.  Neverthe- 
less, data  on  adverse  drug  reactions  in  hospitals  is  superior  to  that 
in  nursing  homes  and  ambulatory  care  settings  and  has  established 
that  adverse  drug  reactions  among  hospitalized  patients  not  only 
increase  morbidity  and  mortality  but  add  substantially  to  the  cost 
of  care. 

In  more  than  10  years  of  experience  studying  adverse  drug  reac- 
tions in  hospitals,  the  Boston  collaborative  drug  surveillance  pro- 
gram found  that  26  percent  of  patients  that  they  studied  in  U.S. 
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hospitals  experienced  one  or  more  adverse  effects  of  drug  treat- 
ment, compared  with  15  percent  for  patients  in  Scottish  hospitals. 
The  data  suggest  that  it  is  the  greater  frequency  of  drugs  used  per 
patient  in  U.S.  hospitals,  rather  than  any  greater  toxicity  of  the 
individual  drugs  which  was  the  primary  factor  explaining  the  dif- 
ference. 

During  the  past  decade,  deficiencies  in  medical  and  pharmacy 
education  and  the  lack  of  readily  available  sources  of  objective 
information  on  prescription  drugs  have  been  identified  as  two  fac- 
tors leading  to  unjustified  and  inappropriate  prescribing  by  physi- 
cians and  dispensing  of  drugs  by  pharmacists. 

Many  surveys  have  revealed  that  patients  want  to  know  a great 
deal  more  about  the  drugs  that  are  prescribed  for  them.  In  the 
population  surveys,  it  was  found  that  patients  no  longer  want 
simple  information,  they  now  expect  information  to  be  fairly  de- 
tailed. The  public  is  becoming  increasingly  aware  of  the  hazards 
associated  with  certain  drugs  but  rarely  do  physicians  discuss  such 
problems  with  their  patients.  Patients  say  they  only  rarely  are 
informed  by  their  physicians  of  the  major  side  effects  of  prescrip- 
tion drugs,  precisely  how  and  when  the  drugs  should  be  taken, 
what  precautions  should  be  observed  and  how  the  medication 
might  interact  with  other  prescription  drugs  or  over-the-counter 
drugs,  alcohol,  and  various  foods. 

What  can  and  should  be  done  about  these  problems?  What  does 
the  Drug  Regulation  Reform  Act  of  1979— S.  1075 — propose  that 
can  help  to  ameliorate  these  problems?  There  are  a number  of 
specific  provisions  that  deal  with  the  problems  in  an  appropriate 
and  effective  manner.  These  include: 

The  provisions  that  require  postmarketing  surveillance  of  new 
prescription  drugs,  unless  it  is  determined  by  the  Secretary  of 
Health,  Education,  and  Welfare  that  such  surveillance  is  not  neces- 
sary or  useful — section  506— and  the  authority  that  would  allow 
the  Secretary  of  HEW  to  require  the  conduct  of  scientific  investiga- 
tion even  after  approval  when  the  prescription  drug  is:  (1)  Known 
or  may  be  expected  to  produce  an  adverse  effect,  or  (2)  known  or 
may  be  expected  to  be  used  for  other  than  the  approved  purposes. 

Recent  examples  illustrate  the  potential  importance  of  these  pro- 
visions: The  beneficial  effects  of  beta-blockers — for  example,  pro- 
pranolol— in  the  treatment  of  hypertension  and  the  finding  of 
lactic  acidosis  which  significantly  increase  mortality  rates  in  dia- 
betic patients  using  Phenformin,  an  oral  hypoglycemic  drug.  These 
findings  became  evident  only  after  the  drugs  were  marketed  for  a 
significant  period. 

The  finding  related  to  Phenformin  was  so  serious  that  it  resulted 
in  the  Secretary  of  HEW  removing  the  drug  from  the  market 
under  the  imminent  hazard  provision  of  the  Food,  Drug,  and  Cos- 
metic Act.  More  important,  the  postmarketing  surveillance  provi- 
sions provided  in  the  Drug  Regulation  Reform  Act  of  1979 — S. 
1075 — will  minimize  the  possibility  of  another  thalidomide  tragedy 
or  another  more  disastrous  occurrence  such  as  the  epidemic  of 
subacute  myeloculoneuropathy  that  has  followed  the  worldwide  use 
of  enterovioform,  a drug  used  to  prevent  or  treat  diarrhea. 

Over  10,000  cases  of  this  crippling,  blinding  and  occasionally 
fatal  disorder  have  been  reported  in  Japan  alone.  Cases  have  also 
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been  reported  in  Indonesia,  Australia,  and  Sweden.  Although  the 
drug  was  withdrawn  from  the  U.S.  market  in  the  1960’s,  many 
Americans  have  been  exposed  to  its  potential  toxic  effects  because 
of  their  foreign  travel. 

The  proposed  authority  for  the  National  Center  for  Drug  Science, 
which  would  be  established  by  the  Act  to  investigate  the  safety  and 
effectiveness  of  the  approved  drugs  coupled  with  the  requirement 
that  the  National  Center  publish  annually  an  across-the-board 
review  and  analysis  of  drug  use  in  the  United  States  are  excellent. 
These  provisions  would  include  a discussion  of  adverse  drug  effects 
and  unanticipated  reactions  as  well  as  recommendations  for  im- 
proving drug  use  in  this  country — title  II  of  the  Drug  Regulation 
Reform  Act  of  1979  amending  section  201  and  adding  a new  title 
XVIII. 

In  my  judgment  these  annual  reports  would  be  most  significant 
and  would  certainly  aid  in  efforts  to  improve  our  understanding 
and  use  of  prescription  drugs. 

The  provisions  relating  to  drug  information  for  patients,  specifi- 
cally the  patient  information  labeling  requirements — section  504 — 
are  excellent.  Although  I strongly  favor  these  provisions,  I would 
modify  them  slightly. 

I believe  that  a physician  need  not  determine  that  it  would  be 
detrimental  to  the  health  of  the  patient  in  order  to  withhold  the 
labeling  information.  I think  that  a physician  should  simply  have 
to  make  a determination  that  the  labeling  information  should  not 
be  provided  and  note  this  in  writing  on  the  prescription. 

In  addition,  I do  not  believe  that  the  labeling  information  provi- 
sion should  be  automatically  dropped  when  a drug  is  administered 
to  a patient  by  a practitioner — section  504(a)(4)(c)(ii).  The  provision 
with  respect  to  the  requirements  for  the  dispensing  of  patient 
labeling  information  in  hospitals  and  other  health  or  residential 
facilities  is  excellent  and  a significant  improvement  over  the  ad- 
ministration’s bill.  These  provisions  will  go  far  toward  meeting  the 
needs  of  patients  for  clear,  concise  and  important  information 
about  the  drugs  they  use. 

The  provisions  with  respect  to  practitioner  information  labeling, 
the  Federal  drug  index,  notification  of  physicians,  pharmacists  and 
patients  regarding  risks,  and  education  programs— sections  504  c, 
d,  e,  f;  and  the  provisions  that  the  National  Center  for  Drug  Sci- 
ence provide  grants  to  help  professional  schools  to  expand  or  initi- 
ate training  and  fellowship  programs  in  clinical  pharmacology  and 
clinical  pharmacy — title  II— should  prove  to  be  an  excellent  means 
of  providing  objective  drug  information  to  physicians  and  pharma- 
cists in  training  and  of  upgrading  the  knowledge  and  skills  of  those 
in  practice. 

There  are  a number  of  other  provisions  that  I find  are  improve- 
ments in  the  existing  law.  These  include  the  provisions  related  to: 

Limited  distribution  of  selected  prescription  drugs  in  circum- 
stances also  designed  to  assure  informed  consent  by  patients— 
section  506(a)(b).  These  provisions  will  in  my  judgment  permit  valu- 
able but  potentially  high-risk  drugs  to  reach  patients  more  quickly 
than  is  currently  the  case.  After  initial  use  of  the  drugs  in  such 
settings  under  the  direction  of  physicians  experienced  in  the  use  of 
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such  drugs,  decisions  with  respect  to  the  wider  use  of  these  drugs  ! 
can  be  reached  more  quickly  than  would  otherwise  be  the  case. 

Additional  provisions  that  I fully  support  include  those  related  ' 
to:  breakthrough  drugs;  batch  certification;  stronger  drug  investiga-  ! 
tion  procedures;  orphan  drugs;  elimination  of  grandfathered  old/ 
new  drug  distinctions;  advisory  committee;  definitions  of  “safe  and 
effective,”  and,  the  statutory  establishment  of  the  Food  and  Drug 
Administration  title  III.  I 

These  are  all  important  and  I support  them  strongly.  I would 
also  strongly  support  the  establishment  of  the  National  Center  for  i 
Drug  Science  in  the  Food  and  Drug  Administration  rather  than  in 
another  HEW  agency  such  as  the  National  Institutes  of  Health — 
NIH — I think  both  would  be  strengthened  by  this  action. 

Although  I find  the  provisions  of  the  Drug  Regulation  Reform 
Act  of  1979 — S.  1075 — related  to  the  drug  approval  process  impor- 
tant improvements  on  the  current  process,  I do  not  believe  they 
fully  or  adequately  correct  the  flaws  in  the  present  Food,  Drug  and 
Cosmetic  Act.  The  proposals  would,  however,  in  my  judgment  en- 
hance the  possibility  for  public  participation  in  the  review  process. 
This  is  very  important. 

The  failure  of  the  proposed  legislation  to  address  the  question  of  ; 
identical  drugs — generically  equivalent — chemical  equivalent  drug 
products  manufactured  after  the  pioneer  drug  product  has  been 
marketed,  is  a serious  problem.  It  is  uneconomical  and,  I believe,  | 
unethical  to  require  a complete  replication  of  animal  and  human 
testing  before  a me  too  drug  can  enter  the  market. 

On  the  other  hand,  as  experience  with  such  drugs  as  digoxin  has 
shown,  proof  of  bioequivalence  must  be  demonstrated — as  well  as  i 
chemical  equivalence,  compliance  with  compendial  and  the  stand-  j 
ards  of  good  manufacturing  practices — before  a drug  is  permitted 
to  be  marketed  and  used  clinically. 

Whether  this  information  is  now  required  by  the  Food,  Drug  and 
Cosmetic  Act  is  currently  subject  to  litigation.  I believe  the  issue 
must  be  resolved  by  legislation  if  patient  care  is  not  to  be  i 
jeopardized. 

To  resolve  the  problems  does  not,  in  my  judgment,  necessitate 
the  monograph/licensure  system  proposed  last  year  in  the  1978 
Drug  Regulation  Reform  Act  or  in  the  bill  introduced  this  year  at 
the  request  of  this  administration — S.  1075 — I will  be  glad  to 
submit  an  alternative  proposal  to  accomplish  this  purpose  to  the 
subcommittee. 

The  only  provisions  of  the  proposed  Drug  Regulation  Reform  Act 
of  1979 — S.  1075 — that  I object  to  strongly  are  those  relating  to  the 
export  of  unapproved  drugs.  In  a review  of  the  testimony  on  the 
1978  proposed  Drug  Regulation  Reform  Act  I have  not  been  able  to 
find  any  evidence  that  justifies  these  provisions.  I am  as  strongly 
opposed  to  these  provisions  this  year  as  I was  last  year. 

I do  not  think  there  has  been  sufficient  evidence  submitted  to 
warrant  changing  the  provisions. 

Senator  Kennedy.  You  do  not  see  the  possibilities  of  some  of 
these  developing  countries  where  they  may  have  diseases  or  needs 
which  we  do  not  have,  and  therefore  certain  drugs  will  have  a 
different  risk-benefit  ratio  there,  and  therefore  they  will  be  appro- 
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priate  to  use  in  those  countries  though  they  might  not  be  approved 
here  in  the  United  States. 

Dr.  Lee.  I believe  the  risk-benefit  analysis  of  safety  and  effective- 
ness should,  and  could,  be  based  on  the  environment  in  which 
those  drugs  are  going  to  be  used.  But  I think  they  should  go 
through  the  very  same  approval  process,  and  be  subject  to  the 
same  scientific  standards.  My  concern  is,  if  this  provision  gets 
enacted,  it  provides  a loophole  through  which  unapproved  drugs 
can  then  be  exported,  and  I see  that  as  a greater  hazard. 

Senator  Kennedy.  But  are  not  the  standards  which  are  used 
here  in  the  United  States,  with  our  highly  modern,  sophisticated 
medical  system,  and  our  generally  favorable  health  conditions, 
sometimes  inappropriate  in  making  decisions  about  the  utilization 
of  a particular  drug  in  a Third  World  country? 

Dr.  Lee.  These  drugs  usually  are  for  the  treatment  of  specific 
disease  conditions.  The  conditions,  it  seems  to  me,  safety  and  effec- 
tiveness criteria  with  respect  to  them,  should  be  the  same. 

I know  that  this  is  not  a widely  shared  opinion.  If  you  take  a 
disease  like  schistosomiasis,  many  American  citizens  travel  widely, 
and  they  are  liable  to  acquire  that  disease,  and  they  may  bring  it 
back  to  the  United  States  and  need  treatment.  I do  not  see  that  we 
should  approve  drugs  that  might  be  used  in  many  cases  for  individ- 
uals potentially  more  adversely  affected  by  the  drugs  used  to  treat 
that  disease  because  of  a poorer  state  of  nutrition  or  other  chronic 
conditions. 

I think  it  is  a two-sided  question.  I think  the  question  you  raise  is 
the  correct  question.  I just  come  down  on  the  other  side  of  it  more 
than  do  most  of  the  people  who  have  testified  on  this  issue. 

Senator  Schweiker.  One  area  I am  working  on  in  the  World 
Health  Organization  now,  in  our  appropriations  committee,  is  river 
blindness,  which  is  a very  debilitating  disease  in  Africa.  People  get 
bitten  by  flies,  and  they  go  slowly  blind.  I do  not  see  any  way  that 
we  could  really  apply  our  standards,  because  it  doesn’t  happen  in 
this  country.  I can  imagine  that  if  you  knew  you  were  going  to  go 
blind,  you  would  be  willing  to  take  some  pretty  high  risks.  You 
would  take  a higher  risk  drug  than  we  would  ever  want  to  test  on 
people  here,  according  to  our  standards  here. 

We  have  no  river  blindness  here.  Should  we  not  have  some 
provision  to  encourage  development  of  drugs  for  cases  like  this?  If 
companies  in  this  country  have  the  technical  capability  to  solve 
these  problems,  and  are  hindered  by  our  drug  laws,  is  that  really  a 
responsible  international  policy? 

Dr.  Lee.  What  I think  you  are  saying,  Senator  Schweiker,  is,  we 
should  apply  a risk-benefit  standard  in  the  case  of  blindness  where 
the  risk  of  the  disease  is  very  great,  and  we  may  use  a drug  that  is 
potentially  more  harmful.  I think  that  is  true  also  with  cancer.  We 
treat  patients  with  cancer  with  much  more  hazardous  drugs  than 
we  would  use  to  treat  a peptic  ulcer. 

Senator  Schweiker.  We  would  not  test  across  the  country  and 
put  people  who  do  not  get  river  blindness  at  risk.  You  could  not 
have  a double-blind  study  in  this  country,  because  you  may  not 
want  to  subject  people  to  the  risk  that  may  be  inherent  in  river 
blindness  drugs.  The  risk  would  never  outweigh  the  benefit,  be- 
cause the  disease  doesn’t  exist  here. 
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We  ought  to  have  some  mechanism  for  situations  like  that. 

Senator  Kennedy.  No  one  has  river  blindness  in  this  country. 

Senator  Schweiker.  And  we  hope  they  will  not  get  it. 

Dr.  Lee.  I believe  that  in  the  development  of  those  drugs,  we 
should  apply  the  same  scientific  standards.  I am  concerned  with 
the  provisions  in  the  bill  that  there  would  be  loopholes,  and  it 
would  not  deal  mainly  with  diseases  like  river  blindness.  It  would 
be  for  the  use  of  drugs,  for  example,  like  Depo-Provera,  I think, 
where  there  is  tremendous  pressure  being  applied  to  approve  that 
drug  for  export.  I think  that  the  issues  there,  where  that  is  a drug 
that  is  used  in  the  United  States,  I think  the  same  criteria  should 
be  applied.  And  I think  if  this  provision  is  enacted,  they  would  not 
be  applied. 

I think  there  are  diseases  such  as  river  blindness  where  the 
criteria  can  be  applied.  Our  companies  can  manufacture  those 
drugs,  and  those  drugs  could  be  exported,  I believe,  with  existing  I 
laws.  If  I am  mistaken  about  that,  I think  we  should  correct  that 
and  deal  with  that  specific  kind  of  problem.  I think  the  provisions 
do  not  do  that  adequately,  I believe.  They  do  not  provide  adequate 
protection. 

Senator  Kennedy.  You  concede  that  Depo-Provera  may  be  unsat-  i 
isfactory  for  use  in  this  country,  but  given  the  population  problems 
and  other  needs  in  certain  other  countries,  do  you  want  to  prohibit 
its  use  in  those  nations? 

Dr.  Lee.  I think  the  questions  of  its  safety  need  to  be  further 
investigated.  I think  that  the  FDA  has  taken  appropriate  meas- 
ures. I do  not  think  until  those  questions  are  further  resolved  that 
it  should  be  used  in  other  countries.  So  I think  the  acts  that  have 
been  taken  here  have  been  quite  appropriate,  and  we  should  not 
permit  its  export. 

Senator  Kennedy.  Of  course  it  is  obvious  that  we  are  interested 
in  a drug’s  risk,  but  you  may  still  end  up  with  a different  judgment 
about  its  need  here  in  the  United  States,  I would  think,  versus 
another  country  such  as  Bangladesh. 

Dr.  Lee.  I agree  with  that. 

Senator  Kennedy.  If  you  have  such  a tight  restriction  on  it,  you 
virtually  prohibit  the  opportunity  for  them  to  get  it.  Maybe  you 
would  give  some  thought  to  this  and  see  how  we  can  thread  that 
needle. 

Dr.  Lee.  Yes. 

Senator  Kennedy.  We  are  very  much  concerned,  as  you  know  i 
from  the  other  provisions,  about  the  move  and  flow  of  drugs  in 
other  countries.  And  we  give  the  Commissioner  the  right  to  hold 
drugs  back  if  the  public  health  requires.  So  we  try  to  balance  the 
competing  considerations. 

We  certainly  would  welcome  what  suggestions  you  may  have  as 
to  how  to  deal  with  this  difficult  matter. 

Dr.  Lee.  In  summary,  Mr.  Chairman,  a number  of  serious  prob- 
lems exist  with  respect  not  only  to  the  premarketing  approval  of 
prescription  drugs  but  with  the  postmarket  use  and  misuse  of  these 
drugs.  Although  there  are  no  easy  solutions  to  these  problems,  the 
Drug  Regulation  Reform  Act  of  1979  (S.  1075)  will  contribute  mate- 
rially to  the  solution  of  the  problems.  I strongly  support  it  and 
commend  the  subcommittee  and  your  staff  for  the  critical  analysis 
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and  careful  drafting  that  has  produced  it.  I believe  that  it  will  be  a 
major  contribution  to  the  public  health. 

Thank  you. 

Senator  Kennedy.  One  of  the  very  crucial  areas  of  policy  that  we 
have  been  concerned  with — and  you  made  reference  to  it  in  terms 
of  the  use  of  estrogens,  though  you  did  not  mention  the  Premoran 
situation  which  we  looked  into — is  the  area  of  postmarketing  sur- 
veillance, and  the  importance  of  that. 

Maybe  you  would  make  a brief  comment  about  that. 

Dr.  Lee.  Postmarketing  surveillance  is  critical.  It  has  got  to  be 
not  only  surveillance  with  respect  to  use  but  dissemination  of  the 
information  obtained  to  practitioners,  to  the  public  and  to  patients. 
I think  without  dissemination  the  surveillance  program  would  not 
be  adequate. 

We  have  seen  a number  of  examples  where,  with  proper  post- 
marketing surveillance,  we  could  have  prevented  major  problems. 
Oral  contraceptives  is  an  example.  Long-term  studies  of  the  ad- 
verse effects  of  oral  contraceptives  began  a number  of  years  after 
the  drugs  were  marketed.  The  epidemiological  studies,  the  studies 
both  here  and  in  Great  Britain  that  showed  much  higher  rates  of 
thromboembolism  in  women  who  used  oral  contraceptives,  includ- 
ing those  more  recently  that  demonstrated  greatly  increased  risks 
in  women  who  were  cigarette  smokers  have  influenced  the  pre- 
scribing and  use  of  contraceptives.  This  is  also  true  of  the  studies  of 
estrogens  in  the  menopause.  Since  the  results  of  these  studies  were 
published  we  have  begun  to  see  a drop  in  the  use  of  estrogens, 
because  the  information  was  widely  disseminated.  But  those  drugs 
have  been  used  for  that  purpose  for  many,  many  years. 

We  did  not  have  adequate  early  postmarketing  surveillance.  The 
proposals  for  postmarketing  surveillance  of  new  drugs  and  the 
authority  to  carry  out  special  studies  on  old  drugs,  would  be  very 
valuable. 

Thalidomide  would  have  been  prevented  had  there  been  a better 
postmarketing  surveillance  system  in  Europe.  The  recent  tragedies 
that  were  reported  in  the  International  Conference  in  Japan  with 
the  enterovioform,  a drug  used  to  treat  diarrhea,  10,000  patients 
crippled,  blinded,  and  in  many  cases,  killed  as  a result  of  misuse  of 
that  particular  drug. 

Enterovioform  was  banned  in  the  United  States  in  the  early 
1960’s  and  in  Japan  it  was  not  until  1970 — 10,000  cases  later. 
Chloramphenicol  is  another  example  when  better  postmarketing 
surveillance  work  have  saved  lives.  There  are  a number  of  cases 
that  could  be  cited  where,  if  we  had  had  this  kind  of  authority,  I 
think  a much  better  job  could  have  been  done  to  prevent  deaths, 
disabilities  and  serious  morbidity  due  to  adverse  drug  reactions. 

I think  it  is  a very  critically  important  provision  in  the  bill. 

Senator  Kennedy.  Senator  Schweiker. 

Senator  Schweiker.  Do  you  have  any  further  suggestions  on 
mechanisms  for  reporting  adverse  drug  reactions,  beyond  what  is 
in  the  bill? 

You  have  expressed  concern  about  our  need  to  develop  a coher- 
ent system  to  learn  about  adverse  drug  reactions. 

Dr.  Lee.  The  present  methods  used  by  the  FDA  provide  a founda- 
tion. There  are  five  different  approaches  that  they  currently  use: 
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voluntary  reporting  systems,  epidemiological  studies.  (Those  are 
essentially  project  grants)  and  more  detailed  in-patient  hospital 
continuous  monitoring. 

Senator  Schweiker.  What  do  you  feel  we  should  do? 

Dr.  Lee.  I think  those  are  good  methods.  The  method  that  is  now 
used  in  the  NDA  period  during  the  application  of  the  new  drug,  the 
manufacturer  has  to  report  on  the  adverse  reactions,  one  of  the 
best  sources  of  information  that  we  have  currently  on  adverse  drug 
reactions.  The  fact  that  it  can  be  done  in  the  premarketing  period, 
leads  me  to  believe  that  the  FDA  and  industry  are  perfectly  capa- 
ble of  developing  adequate  methods  to  do  this  in  the  postmarketing 
period.  With  the  authority  proposed  in  S.  1075  newer  methodolo- 
gies that  might  be  less  costly  than  the  present  ones  could  also  be 
developed.  These  are  not  inexpensive,  but  to  me  the  benefits  far 
outweigh  the  costs  of  those  carrying  out  the  postmarketing  surveil- 
lance. 

Senator  Schweiker.  Thank  you. 

Senator  Kennedy.  Very,  very  helpful  testimony.  I know  this  has 
been  an  area  of  enormous  interest  to  you  for  many,  many  years, 
and  that  you  have  followed  all  these  issues  very  closely.  So  we  are 
very  much  encouraged  by  your  exhaustive  work  on  this /legislation. 

We  have  a couple  of  areas  that  we  still  have  to  iron  but,  and  we 
will  call  on  you  to  try  to  give  us  help.  / 

Dr.  Lee.  We  will  submit  to  the  record  comments  on  Senator 
Schweiker’s  proposals — and  some  of  them  sound  excellent,  particu- 
larly those  early  investigational  changes,  where  I think  some 
changes  are  needed 

Senator  Schweiker.  You  are  also  going  to  look  again  at  the 
export  issue? 

Dr.  Lee.  Yes. 

Senator  Kennedy.  And  also  the  entry  issues,  which  we  have  not 
talked  about  here. 

Dr.  Lee.  Yes. 

Senator  Kennedy.  We  are  going  to  try  to  find  a common  position 
on  this,  and  we  would  like  to  get  your  additional  views. 

Dr.  Lee.  Yes. 

Senator  Kennedy.  Thank  you  very  much. 

[The  prepared  statement  and  attachment  of  Dr.  Lee  follow:] 
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Statement  of  Philip  R.  Lee,  M.D.* 

Mr.  Chairman,  Members  of  the  Subcommittee,  I am  pleased  to 

respond  to  the  Subcommittee's  request  to  testify  on  the  Drug  Regulation 
Reform  Act  of  1979  (S . 1 075)  introduced  by  Senators  Kennedy,  Javits,  Randolph, 
Riegle,  Metzenbaum,  Eagleton  and  Williams.  I will  also  comment  on  S . 1 045 
introduced  at  the  request  of  the  administration. 

At  the  outset,  Mr.  Chairman,  I would  like  to  congratulate  the 
Subcommittee,  and  your  staff  for  drafting  an  excellent  bill.  I hope  to 
make  it  clear  in  my  testimony  why  I find  the  need  for  S.1075  compelling  and 
the  provisions,  with  one  exception,  very  appropriate  to  the  needs.  If  you 
believe  that  a fundamental  revision  of  the  Food,  Drug  and  Cosmetic  Act  is 
not  feasible,  then  I believe  S.1075  will  do  much  to  solve  many  of  the  serious 
problems  that  we  are  now  facing  in  the  premarketing  review  process  and  in  the 
postmarketing  use  of  prescription  drugs.  In  short,  Mr.  Chairman,  I support 
S.1075  enthusiastically. 

During  and  since  my  service  as  Assistant  Secretary  for  Health  and 
Scientific  Affairs  in  the  Department  of  Health,  Education,  and  Welfare  (1965- 
1969),  I have  had  a continuing  interest  in  problems  and  policies  associated 
with  the  human  use  of  prescription  drugs,  including  federal  policies.  During 
this  period  I have  worked  closely  with  my  colleague  at  the  University  of 
California,  San  Francisco,  Dr.  Milton  Silverman.  Our  serious  study  of  the 
problems  began  when  I was  appointed  Chairman  and  Dr.  Silverman,  Executive 
Secretary,  of  the  Secretary's  Task  Force  on  Prescription  Drugs  in  1967.  At 
about  the  same  time  that  the  Task  Force  began  its  work.  Senator  Gaylord  Nelson 
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began  the  hearings  of  the  Monopoly  Subcommittee  of  the  Small  Business 
Committee  on  issues  related  to  prescription  drug  use,  prescription  drug 
prices,  and  adverse  drug  reactions.  Subsequently,  this  Subcommittee 
conducted  important  hearings  in  1973  and  1974  that,  reexamined  some  of  these 
problems  and  identified  new  issues.  Also  in  1974  the  University  of  California 
Press  published  Pills,  Profits  and  Politics  in  which  Dr.  Silverman  and  I 
reviewed  a great  deal  of  the  evidence  that  was  available  up  to  that  time. 

This  subcommittee  found  very  strong  evidence  in  1974  that 
changes  were  needed  in  the  nation's  drug  laws  to  provide  more  information 
on  both  the  beneficial  and  the  adverse  effects  of  drugs  after  they  were 
introduced  into  the  market;  to  better  understand  the  use  and  misuse  of 
prescription  drugs;  to  better  determine  the  nature  and  magnitude  of  adverse 
drug  reactions;  to  provide  patients  and  physicians  with  more  adequate  sources 
of  information  on  prescription  drugs;  and  to  reduce  the  widely  critized  in- 
fluence of  the  drug  industry  on  physician  prescribing. 

Do  these  problems  remain  in  1979?  What  progress  has  been  made? 

Are  policy  changes  warranted  or  is  the  public  adequately  served  by  present 
policies  and  programs? 

In  the  five  years  since  the  hearings  of  this  subcommittee  that 
focused  on  these  problems  and  even  since  the  hearings  last  year  on  the  pro- 
posed Drug  Regulation  Reform  Act  of  1978,  more  evidence  has  accumulated  that 
legislation  is  needed  to  deal  with  these  problems.  In  addition,  the  reports 
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of  the  Review  Panel  on  New  Drugs  chaired  by  Norman  Dorsen,  the  hearings 
of  this  subcommittee,  and  hearings  of  the  Health  and  the  Environment 
Subcommittee,  Interstate  and  Foreign  Commerce  Committee,  U.S.  House  of 
Representatives,  provides  very  strong  evidence  that  the  reforms  are  also 
urgently  needed  in  the  premarketing  and  postmarketing  regulation  of  pre- 
scription drugs. 

My  views  are  based  on  the  studies  Dr.  Silverman  and  I have 
conducted  on  these  problems  during  the  past  twelve  years.  They  are  also 
based  on  the  work  we  have  done  during  the  past  year  with  another  colleague, 

Dr.  Helene  Lipton,  a sociologist  who  has  studied  patient  drug  information, 
physician-patient  communication,  patient  package  inserts,  and  patient  com- 
pliance with  drug  regimes.  Although  we  have  carried  out  some  direct  studies 
on  drug  prescribing,  dispensing  and  promotion,  most  of  our  work  has  involved 
the  critical  analysis  of  published  data  and  information,  including  a great 
deal  of  material  from  congressional  testimony  and  committee  reports.  In 
addition,  my  comments  today  are  based  on  a careful  examination  of  a number 
of  issues  related  to  the  drug  regulatory  process,  the  premarketing  approval 
process,  and  postmarketing  surveillance  that  was  carried  out  recently  with 
two  Health  Policy  Program  consultants,  Jo  Anne  Glisson,  former  Professional 
Staff  Member,  Health  and  Environment  Subcommittee  and  Stephan  Lawton, 
former  Chief  Counsel  of  that  Subcommittee.  Although  I take  full  responsibility 
for  the  views  I will  express  with  respect  to  the  issues  facing  this  committee 
on  how  the  Drug  Regulation  Reform  Act  of  1979  (S.1075)  deals  with  the  issues 
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facing  this  committee,  I do  wish  to  acknowledge  the  contributions  that  my 
associates  have  made  to  my  thinking  on  these  issues. 

To  the  extent  that  we  have  examined  the  problems  identified 
and  considered  by  the  Senate  in  the  hearings  since  the  1960s,  particularly 
since  the  hearings  of  1973  and  1974  and  those  identified  in  the  hearings 
last  year  on  the  Proposed  Drug  Regulation  Reform  Act  of  1978,  the  evidence 
has  continued  to  grow  that  a number  of  serious  problems  that  exist  than  can 
be  ameliorateo  by  appropriate  public  policy. 

To  support  my  testimony  today  I will  submit  for  the  subcommittee's 
consideration  a detailed  statement  including  analysis  of  available  data  on: 

- drug  use  in  the  United  States; 

- the  factors  influencing  drug  use; 

- the  inappropriate  and  justified  prescribing  of  specific 
therapeutic  classes  of  drugs  by  physicians; 

- the  improper  use  of  drugs  by  patients  (non  compliance); 

- adverse  drug  reactions;  and, 

as  well  my  detailed  recommendations  for  dealing  with  these  problems. 

Our  review  of  the  available  data  illustrates  how  little  is  really 
known  about  the  use  of  prescription  drugs,  particularly  with  regard  to  specific 
drug  products.  It  reveals  how  little  is  known  about  adverse  drug  reactions, 
particularly  in  nursing  homes  and  ambulatory  care  settings,  and  it  reveals 
how  little  is  known  about  the  multiplicity  of  factors  which  influence  pre- 
scribing. The  data  that  are  available  point  to  some  very  serious  problems 
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that  can  only  be  effectively  addressed  with  major  changes  in  the  current 
Food,  Drug  and  Cosmetic  Act.  For  example,  available  information  reveals 
the  following: 

- The  average  U.S.  hospital  inpatient  receives  9.1  drugs 
per  hospital  admission,  compared  to  7.1  in  Canada,  5.8 

in  New  Zealand,  and  4.6  in  Scotland.  A detailed  analysis 
concluded  that  the  differences  were  due  largely  to  phy- 
sician prescribing  habits  rather  than  the  clinical  con- 
dition of  the  patient. 

- Ambulatory  care  data  for  the  United  States  suggested  a 
patient's  appearance  in  a physician's  office,  rather  than 
the  patient's  specific  complaint,  may  be  the  chief  indication 
for  the  use  of  a prescription  drug,  injection  or  immunization. 

- Year  after  year,  the  inappropriate  and  unjustified  prescribing 
of  antibiotics  continues.  Studies  in  the  literature  spaning 
more  than  a decade  reveal  misuse  of  antibiotics  in  community 
hospitals  of  all  sizes,  shapes  and  descriptions  as  well  as 

in  university  and  veterans  administration  hospitals.  The 
inappropriate  and  unjustified  use  of  antibiotics  is  not  con- 
fined to  hospitals.  The  use  of  antibiotics  for  ambulatory 
patients,  particularly  those  with  viral  respiratory  infections 
such  as  flu  and  the  common  cold,  is  excessive. 
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Serious  questions  have  been  and  continue  to  be  raised  about 
the  widespread  uses  of  minor  tranquilizers,  stimulants, 
sedatives  and  hypnotics. 

The  use  of  oral  estrogens  for  the  treatment  of  menopausal 
symptoms  has  been  seriously  questioned  because  of  the  in- 
creased incidence  of  uterine  cancer  in  women  who  use  estrogens 
for  long  periods. 

Variations  in  physician  prescribing  patterns,  are,  if  anything, 
exceeded  by  variations  in  the  use  of  drugs  by  patients.  Careful 
analysis  of  reports  in  the  literature  have  found  that  even  for 
acute  illnesses,  rates  for  patients  following  the  regimes  pre- 
scribed by  their  physicians  varied  from  a low  of  eighteen  per 
cent  to  a high  of  89  percent.  For  long  term  care  the  average 
was  only  fifty- four  percent,  and  almost  one- third  of  the  patients 
took  few,  if  any,  of  the  prescribed  medicines.  It  has  also  been 
found,  that,  with  few  exceptions,  between  twenty-five  and  fifty- 
nine  percent  of  patients  will  commit  errors  in  the  use  of  pre- 
scription drugs,  and  for  four  to  thirty-five  percent  of  the 
patients  the  misuse  of  medication  poses  serious  threats  to  their 
health  and  may  even  be  life  threatening.l^Adverse  drug  reactions 
are  a serious  problem  although  much  of  the  data  unfortunately 
continues  to  be  unclear.  It  is  probably  not  possible  to  extrap- 
olate the  available  data  to  provide  valid  estimates  of  adverse 
drug  reactions  for  the  population  as  a whole.  Nevertheless, 


419 


data  on  adverse  drug  reactions  in  hospitals  is  superior 
to  that  in  nursing  homes  and  ambulatory  care  settings  and 
has  established  that  adverse  drug  reactions  among  hospitalized 
patients  not  only  increase  morbidity  and  mortality  but 
add  substantially  to  the  cost  of  care.  In  more  than 
ten  years  of  experience  studying  adverse  drug  reactions 
in  hospitals,  the  Boston  Collaborative  Drug  Surveillance 
Program  found  that  twenty-six  percent  of  patients  that  they 
studied  in  U.S.  hospitals  experienced  one  or  more  adverse 
effects  of  drug  treatment,  compared  with  fifteen  percent  for 
patients  in  Scotish  hospitals.  The  data  suggest  that  it  is 
the  greater  frequency  of  drugs  used  per  patient  in  U.S. 
hospitals,  rather  than  any  greater  toxicity  of  the  individual 
drugs,  which  was  the  primary  factor  explaining  the  difference. 
During  the  past  decade,  deficiencies  in  medical  and  pharmacy 
education  and  the  lack  of  readily  available  sources  of  objective 
information  on  prescription  drugs  have  been  identified  as  two 
factors  leading  to  unjustified  and  inappropriate  prescribing 
by  physicians  and  dispensing  of  drugs  by  pharmacists. 

Many  surveys  have  revealed  that  patients  want  to  know  a great 
deal  more  about  the  drugs  that  are  prescribed  for  them.  In 
the  population  surveys,  it  was  found  that  patients  no  longer 
want  simple  information,  they  now  expect  information  to  be 
fairly  detailed. 
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The  public  is  becoming  increasingly  aware  of  the  hazards 
associated  with  certain  drugs  but  rarely  do  physicians 
discuss  such  problems  with  their  patients.  Patients  say 
they  only  rarely  are  informed  by  their  physicians  of  the 
major  side  effects  of  prescription  drugs,  precisely  how 
and  when  the  drugs  should  be  taken,  what  precautions 
should  be  observed  and  how  the  medication  might  interact 
with  other  prescription  drugs  or  over  the  counter  drugs, 
alcohol,  and  various  foods. 

What  can  and  should  be  done  about  these  problems?  What  does 
the  Drug  Regulation  Reform  Act  of  1979  (S.1075)  propose  that  can  help  to 
ameloriate  these  problems?  There  are  a number  of  specific  provisions  that 
deal  with  the  problems  in  an  appropriate  and  effective  manner.  These  include 
- The  provisions  that  require  postmarketing  surveillance  of 
new  prescription  drugs,  unless  it  is  determined  by  the 
Secretary  of  Health,  Education,  and  Welfare  that  such 
surveillance  is  not  necessary  or  useful  (Section  506)  and 
the  authority  that  would  allow  the  Secretary  of  HEW  to  re- 
quire the  conduct  of  scientific  investigation  even  after 
approval  when  the  prescription  drug  is  (1)  known  or  may 
be  expected  to  produce  an  adverse  effect  or  (2)  kown  or 

f 

may  be  expected  to  be  used  for  other  than  the  approved  purposes 
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Recent  examples  illustrate  the  potential  importance  of  these 
provisions:  the  beneficial  effects  of  beta-blockers  (e.g.  propranolol) 

in  the  treatment  of  hypertension  and  the  finding  of  lactic  acidosis  which 
significantly  increase  mortality  rates  in  diabetic  patients  using  Phenfor- 
min,  an  oral  hypoglycemic  drug.  These  findings  become  evident  only  after 
the  drugs  were  marketed  for  a significant  period.  The  finding  related  to 
Phenformin  was  so  serious  that  it  resulted  in  the  Secretary  of  HEW  removing 
the  drug  from  the  market  under  the  "imminent  hazard"  provision  of  the  Food, 
Drug,  and  Cosmetic  Act.  More  important,  the  postmarketing  surveillance 
provisions  provided  in  the  Drug  Regulation  Reform  Act  of  1979  (S . 1 075 ) will 
minimize  the  possibility  of  another  thalidomide  tragedy  or  another  more 
disastrous  occurrence  such  as  the  epidemic  of  subacute  myclooculoneuropathy 
that  has  followed  the  world  wide  use  of  enterovioform,  a drug  used  to  prevent 
or  treat  diarrhea.  Over  15,000  cases  of  this  crippling,  blinding  and  occa- 
ssionally  fatal  disorder  have  been  reported  in  Japan  alone.  Cases  have  also 
been  reported  in  Indonesia,  Australia  and  Sweden.  Although  the  drug  was 
withdrawn  from  the  U.S.  market  in  the  1960s,  many  Americans  have  been  exposed 
to  its  potential  toxic  effects  because  of  their  foreign  travel. 

- The  proposed  authority  for  the  National  Center  for  Drug  Science, 
which  would  be  established  by  the  Act  to  investigate  the  safety 
and  effectiveness  of  the  approved  drugs  coupled  with  the  re- 
quirement that  the  National  Center  publish  annually  an  across- 
the-board  review  and  analysis  of  drug  use  in  the  United  States 
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are  excellent.  These  provisions  would  include  a discussion 
of  adverse  drug  effects  and  unanticipated  reactions  as  well 
as  recommendations  for  improving  drug  use  in  this  country 
(Title  2 of  the  Drug  Regulation  Reform  Act  of  1979  amending 
Section  201  and  adding  a new  Title  XVIII). 

In  my  judgment  these  annual  reports  would  be  most  significant 
and  would  certainly  aid  in  efforts  to  improve  our  understanding  and  use  of 
prescription  drugs. 

- The  provisions  relating  to  drug  information  for  patients, 
specifically  the  patient  information  labeling  requirements 
(Section  504)  are  excellent.  Although  I strongly  favor  these 
provisions  I would  modify  them  slightly.  I believe  that  a phy- 
sician need  not  determine  that  it  would  be  detrimental  to  the 
health  of  the  patient  in  order  to  withhold  the  labeling  in- 
formation. I think  that  a physician  should  have  to  make 
a determination  that  the  labeling  information  should  not  be 
provided  and  note  this  in  writing  on  the  prescription.  In 
addition,  I do  not  believe  that  the  labeling  information  pro- 
vision should  be  automatically  dropped  when  a drug  is  ad- 
ministered to  a patient  by  a practitioner,  (Section  504, 

(a)  (4)  (c)  (ii)  ).  The  provision  with  respect  to  the  re- 
quirements for  the  dispensing  of  patient  labeling  information 
in  hospitals  and  other  health  or  residential  facilities  is 
excellent  and  a significant  improvement  over  the  Administration's 


423 


bill  (S.1045).  These  provisions  will  go  far  towards  meeting 
the  needs  of  patients  for  clear  concise  and  important  in- 
formation about  the  drugs  they  use. 

The  provisions  with  respect  to  practitioner  information  labeling, 
the  federal  drug  index  notification  of  physicians,  pharmacists  and  patients 
regarding  risks,  and  education  programs  (Sections  504  c,  d,  e,  f,;  and  the 
provisions  that  the  National  Center  for  Drug  Science  provide  grants  to  help 
professional  schools  to  expand  or  initiate  training  and  fellowship  programs 
in  clinical  pharmacology  and  clinical  pharmacy  (Title  2)  should  prove  to  be 
an  excellent  means  of  providing  objective  drug  information  to  physicians  and 
pharmacists  in  training  and  of  upgrading  the  knowledge  and  skills  of  those 
in  practice. 

There  are  a number  of  other  provisions  that  I find  are  improvements 
in  the  existing  law.  These  include  the  provisions  related  to: 

- Limited  distribution  of  selected  prescription  drugs  in  circum- 
stances also  designed  to  assure  informed  consent  by  patients  (Section 
506  (a)  (b)  ).  These  provisions  will  in  my  judgment  permit 
valuable  but  potentially  high  risk  drugs  to  reach  patients 
more  quickly  than  is  currently  the  case.  After  initial  use  of  the 
drugs  in  such  settings  under  the  direction  of  physicians  expe- 
rienced in  the  use  of  such  drugs,  decisions  with  respect  to  the 
the  wider  use  of  these  drugs  can  be  reached  more  quickly  than 
would  otherwise  be  the  case. 
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Additional  provisions  that  I fully  support  include  those 

related  to: 

- breakthrough  drugs; 

- batch  certification; 

- stronger  drug  investigation  procedures; 

- orphan  drugs; 

- the  elimination  of  grandfathered  old/new  drug  distinctions; 

- advisory  committee; 

- definitions  of  "safe  and  effective",  and, 

- the  statutory  establishment  of  the  Food  and  Drug 
Administration  (Title  3) 

These  are  all  important  and  I support  them  strongly.  I would  also 
strongly  support  the  establishment  of  the  National  Center  for  Drug  Science 
in  the  Food  and  Drug  Administration  rather  than  in  another  HEW  agency 
such  as  the  National  Institutes  of  Health  (NIH).  I think  both  would  be 
strengthened  by  this  action. 

Although  I find  the  provisions  of  the  Drug  Regulation  Reform 
Act  of  1979  (S.1075)  related  to  the  drug  approval  process  important  improve- 
ments on  the  current  process,  I do  not  believe  they  fully  or  adequately  correct 
the  flaws  in  the  present  Food,  Drug  and  Cosmetic  Act.  The  proposals  would,  how- 
ever in  my  judgment  enhance  the  pssibility  for  public  participation  in  the 
review  process.  This  is  very  important. 


425 


The  failure  of  the  proposed  legislation  to  address  the  questions  of  so  called 
"me  too"  drugs  - chemical  equivalent  drug  product  manufactured  after  the  pioneer  drug 
product  has  been  marketed  is  a serious  problem.  It  is  uneconomical  and,  I believe, 
unethical  to  require  a complete  replication  of  animal  and  human  testing  before  a "me  too" 
drug  can  enter  the  market.  On  the  other  hand,  as  our  experience  with  such  drugs  as  digoxin 
has  shown  proof  of  bioequivalence  must  be  demonstrated  (as  well  as  chemical  equivalence, 
compliance  with  compendial  and  the  standards  of  good  manufacturing  practices)  before 
a drug  is  permitted  to  be  marketed  and  used  clinically.  Whether  this  information  is  now 
required  by  the  Food,  Drug  and  Cosmetic  Act  is  currently  subject  to  litigation.  I 
believe  the  issue  must  be  resolved  by  legislation  if  patient  care  is  not  to  be  jeopardized. 
To  resolve  the  problems  does  not  in  my  judgment  necessitate  the  monograph/licensure 
system  proposed  last  year  in  the  1S78  Drug  Regulation  Reform  Act  or  in  the  bill  intro- 
duced this  year  at  the  request  of  this  Administration.  I will  be  glad  to  submit  an 
alternative  proposal  to  accomplish  this  purpose  to  the  subcommittee. 

The  only  provisions  of  the  proposed  Drug  Regulation  Reform  Act 
of  1979  (S. 1 075)  that  I object  to  strongly  are  those  relating  to  the  export 
of  unapproved  drugs.  In  a review  of  the  testimony  on  the  1978  proposed  Drug 
Regulation  Reform  Act  I have  not  been  able  to  find  any  evidence  that  justifies 
these  provisions.  I am  as  strongly  opposed  to  these  provisions  this  year 
as  I was  last  year. 

In  summary,  Mr.  Chairman,  a number  of  serious  problems  exist  with 
respect  not  only  to  the  premarket  approval  of  prescription  drugs  but  with 
the  postmarket  use  and  misuse  of  these  drugs.  Although  there  are  no  easy 
solutions  to  these  problems,  the  Drug  Regulation  Reform  Act  of  1979  (S.1075) 
will  contribute  materially  to  the  solution  of  the  problems.  I strongly  support 
it  and  commend  the  subcommittee  and  your  staff  for  the  critical  analysis  and 

A 

careful  drafting  that  has  produced  it.  I believe  that  it  will  be  a major 
contribution  to  the  public  health. 
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ATTACHMENT  TO: 

STATEMENT  BY 
PHILIP  R.  LEE,  M,D. 

Use  of  Drugs  in  the  United  States  - 
It  is  estimated  that  over  70  million  Americans  regularly  use  pre- 
scription or  OTC  drugs.  Since  1950  the  average  number  of  prescriptions 
dispensed  by  community  pharmacies,  discount  stores  and  dispensing  physicians 
has  risen  from  2.4  per  person  each  year  to  6.9  in  1976,  almost  a three- 
fold increase  in  25  years.  The  per  capita  increase  is  also  reflected  in 
the  total  number  of  prescriptions  dispensed  in  community  pharmacies  — 
from  363  million  in  1950  to  an  estimated  1.518  billion  in  1974.  The  number 
has  dropped  slightly  since  then  to  1.473  billion  in  1976  (National  Pre- 
scription Audit,  IMS  America,  Ltd.,  1977). 

The  number  of  outpatient  prescriptions  filled  in  hosptials 
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reached  237  million  annually,  and  the  number  of  inpatient  prescri ptions 
was  almost  one  billion  annually  in  1974.  The  total  number  of  prescriptions 
dispensed  by  all  vendors  --  community  pharmacies,  other  retail  outlets 
and  hospital  pharmacies  --  to  outpatients  and  inpatients  reached  2.704 
billion  in  1974,  the  latest  year  for  which  complete  data  exist.  If  this 
total  is  used  as  a base,  per  capita  use  of  prescription  drugs  now  stands 
at  12.7  prescriptions  per  year. 

For  ambulatory  patients  --  and  this  includes  the  three-quarters  of 
the  U.S.  population  who  make  at  least  one  physician  visit  during  the  year, 
or  a total  of  about  one  billion  visits  annually  — the  number  of  new  and 
refill  prescriptions  issued  by  physicians  averages  1.7  per  visit.  Almost 
two-thirds  of  all  office  visits  to  a physician  result  in  the  prescription 
or  the  use  of  a drug  for  therapeutic  or  preventive  purposes.  Among 
general  and  family  practitioners  this  figure  is  even  higher;  in  80  per- 
cent of  all  visits,  a prescription  or  OTC  drug  is  administered  or  re- 
commended or  an  injection,  immunization  or  desensitization  is  given 
(U.S.  Department  of  Health,  Education,  and  Welfare,  Public  Health 
Service,  Health  Resources  Administration,  National  Center  for  Health 
Statistics:  The  National  Ambulatory  Medical  Care  Survey,  1977).  Among 

all  office-based  physicians  prescription  or  OTC  drugs  are  recommended 
over  70  percent  of  the  time  for  half  of  the  leading  20  symptomatic  com- 
plaints. For  only  a few  complaints  are  drugs  recommended  less  than  50 
percent  of  the  time.  Indeed,  there  appear  to  be  no  instances,  either 
among  symptomatic  visits  or  nonsymptomatic  visits  — pregnancy  exams, 
general  medical  exams,  gynecologic  exams,  well  baby  exams  — in  which  a 
drug  is  not  used  or  recommended,  except  fpr  visits  for  required  medical 
exams . 


50-972  C - 73-28 


428 


Short-term  hospital  utilization  data  for  this  country  show  a 50 
percent  increase  in  the  number  of  discharges  during  the  last  two  decades. 

This  huge  increase  in  the  number  of  people  being  treated  in  hospitals 
has  also  contributed  to  the  increase  in  drug  use.  Patients  are  probably 
sicker,  with  more  complex  problems  and  there  are  more  drugs  available 
to  treat  them.  For  short-term  hospital  inpatients  (11  percent  of  the 
population  who  are  hospitalized  at  least  once  during  a year's  time)  it  appears 
that  one  prescription  is  dispensed  for  every  day  of  hospitalization,  or 
eight  for  a typical  hospital  stay. 

How  many  people  in  the^ United  States  take  prescription  and  OTC  drugs? 

A sample  of  U.S.  households  in  T972  showed  that  95  percent  of  all 
households  procured  at  least  one  drug  during  the  course  of  a 30  week 
period  (Knapp  and  Knapp,  1972).  The  average  number  of  drugs  purchased 
v/as  13.7;  the  average  number  of  drugs  in  the  house,  22.5  --  17.2  OTCs 
and  5.3  prescription  drugs.  This  same  study  showed  that  prescription 
drugs  were  used  in  about  one-third  of  all  episodes  of  illness  or  injury 
and  OTC  drugs  in  over  70  percent.  Over  90  percent  of  all  illness 
episodes  were  treated  with  some  medication. 

Another  household  sample,  this  one  conducted  in  the  Baltimore  area 
in  1968-1969  (Rabin  and  Bush,  1975)  as  part  of  a WHO  collaborative  study, 
showed  that  56  percent  of  the  population  had  used  one  or  more  medicines 
in  the  two  days  before  the  survey  interviews.  Pain  relievers,  vitamins 
and  cough  and  cold  medicines  were  the  most  frequently  used  drugs.  Forty 
percent  of  the  people  taking  prescription  drugs  were  also  using  OTC  drugs 
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for  sel r-medication.  People  in  ill  health  took  more  drugs  than  people 
who  described  themselves  as  healthy.  However,  people  who  said  they  were 
healthy  still  took  drugs;  over  40  percent  said  they  used  prescription 
or  OTC  drugs. 

The  WHO/International  Collaborative  Study  of  Medical  Care  Utilization 
in  12  study  areas  in  North  America,  Europe  and  Latin  America  found  that 
the  volume  of  prescribed  and  nonprescribed  medicine  use  and  rates  per 
person  v/as  highest  in  northwestern  Vermont  and  Baltimore,  Maryland  (White, 
Anderson,  Kalimo,  Kleczkowski,  Purola  and  Vukmanovic,  1977).  The  mean 
rates  of  drug  use  for  the  12  study  areas  was  910  medicines  per  1000 
population  within  a two-day  period.  The  volume  of  different  medicines 
used  ranged  from  lows  of  391  and  424  per  1000  population  in  Banat  (Serbia) 
and  Rijeka  (Croatia),  to  highs  of  1202  and  1047  in  U.S.  study  areas.  The 
U.S.  sites  were  also  highest  for  persons  using  prescription  drugs,  with 
rates  more  than  double  the  lowest  site.  As  one  might  expect,  the  extent 
of  prescription  drug  use  was  controlled  principally  by  physicians. 

In  a long-term  study  of  drug  use  in  hospital  medical  wards  by  the 
Boston  Collaborative  Drug  Surveillance  Program,  it  was  found  that  patients 
in  North  American  hospitals  received  more  drugs  during  hospitalization 
than  did  their  counterparts  in  Europe,  the  Middle  East  and  Australasia. 

The  average  U.S.  medical  inpatient  received  9.1  drugs  per  admission,  com- 
pared with  7.1  drugs  in  Canada,  6.3  in  Israel,  5.8  in  New  Zealand  and  4.6 
in  Scotland  (Lawson  and  Jick,  1976).  Subsequently  they  compared  drug 
prescribing  in  U.S.  and  Scottish  hospitals.  A detailed  analysis  concluded 
that  the  large  differences  in  drug  use  were  due  largely  to  physician 
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prescribing  habits,  rather  than  to  patient  attributes.  Although  the  data 
were  gathered  on  patients  in  teaching  hospitals  and  couldn't  be  easily 
generalized,  the  greater  regular  drug  use  by  U.S.  patients  before  and  after 
hospitalization  suggested  that  the  data  might  be  more  widely  applied. 

Factors  Influencing  Drug  Use 

How  is  it  possible  to  explain  the  rapid  increase  in  the  use  of  pre- 
scription drugs  during  the  past  25  years?  How  can  we  explain  the  high 
rates  in  the  United  States,  compared  to  rates  in  Canada,  Europe  and 
Latin  America? 

Some  might  justify  the  increase  in  the  United  States  on  the  basis 
of  the  new  drugs,  many  of  them  very  effective,  introduced  during  this 
period.  Certainly  that  is  a factor.  The  growth  in  the  population;  the 
increased  number  of  aged;  the  increased  use  of  medical  and  hospital 
services,  especially  since  the  implementation  of  Medicare  and  Medicaid; 
all  have  contributed.  I do  not  believe  they  account  for  the  problem. 

There  is  ample  evidence  that  many  other  factors  in  addition  to 

morbidity  play  a role  in  the  use  of  prescription  and  OTC  drugs.  Age, 
sex,  race,  marital  status,  social  status,  education,  place  of  residence 
and  family  size  have  all  been  found  to  influence  drug  use  (Rabin  and 
Bush,  1974).  Health  and  illness  behavior,  access  to  health  care  services, 
type  and  scope  of  health  insurance  coverage,  physician  prescribing  habits, 
physician  specialty  and  practice  organization  (e.g.,  group  or  solo  practice) 
are  other  important  determinants.  The  influence  of  drug  promotion  by  the 
pharmaceutical  firms  cannot  be  ignored,  nor  can  the  regulatory  role  of 
the  Food  and  Drug  Administration  (FDA). 
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Ambulatory  care  data  for  the  United  States  suggest  that  a patient's 
appearance  in  a physician's  office,  rather  than  the  patient's  specific 
complaint  may  be  the  chief  indication  for  the  use  of  a prescription,  in- 
jection or  immunization. 

The  Inappropriate  and  Unjustified  Prescribing  of  Specific  Therapeutic 
Classes  of  Drugs 

Anti-infectives.  Year  after  year,  the  inappropriate  and  unjustified 
prescribing  of  antibiotics  continues.  Studies  and  reports  spanning  more 
than  a decade  reveal  misuse  of  antibiotics  in  community,  university  and 
Veterans  Administration  hospitals  (Castle,  et  al . , 1977;  Jones,  et  al . , 
1977;  Counts,  1977;  Chodak  and  Plaut,  1977;  Kass,  1976;  May,  et  al.,  1974; 
Kunin,  et  al . , 1973;  Gibbs,  et  al . , 1973;  Roberts  and  Visconti,  1972; 
Adler,  et  al . , 1971;  Scheckler  and  Bennett,  1970;  Muller,  1965;  Smith, 
et  al.,  1966).  Studies  indicate  that  in  a number  of  hospitals  anti- 
microbial therapy  is  administered  regularly  when  it  is  not  indicated  at 
all.  Inappropriate  drugs  or  dosages  are  used  in  from  30  to  60  percent 
of  all  treated  patients.  Studies  also  show  that  antibiotics  are  pre- 
scribed for  20  to  40  percent  of  all  hospitalized  patients. 

The  prophylactic  use  of  antibiotics  .in  patients  undergoing  surgery 
often  represents  unjustified  or  inappropriate  use  of  anti-infectives. 

In  a study  of  antimicrobial  use  in  community  hospitals,  Kass  found  that 
30  percent  of  all  antimicrobial  courses  were  administered  prophylactically 
in  patients  undergoing  surgery  or  nonoperative  procedures.  Courses  given 
for  longer  than  four  ffays  accounted  for  78  percent  of  all  prophylactic 
dosage.  Merely  reducing  the  use  to  two  days  would  have  eliminated  20 
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percent  of  all  hospital  antibiotic  use.-  There  is  no  evidence  to  suggest 
that  prolonging  prophylactic  use  of  antibiotics  beyond  48  hours  has  any 
value  (Kass,  1976). 

The  inappropriate  and  unjustified  use  of  anti-infectives  is  not  con- 
fined to  the  hospital.  The  use  of  antibiotics  for  ambulatory  patients, 
particularly  those  v/i th  viral  upper  respiratory  infection,  is  excessive. 

If  the  published  studies  are  at  all  representative,  the  present  practice 
of  prescribing  antibiotics  for  50  to  60  percent  of  patients  who  consult 
physicians  with  colds  and  other  common  respiratory  infections  cannot  be 
justified.  It  has  been  repeatedly  demonstrated  that  antibiotics  do  not 
shorten  the  course  of  viral  upper  respiratory  infections,  nor  do  they 
prevent  complications  or  shorten  the  course  of  illness. 

Based  on  the  limited  number  of  diseases  for  which  tetracyclines  are 
the  treatment  of  choice,  it  is  particularly  difficult  to  understand  or 
justify  their  widespread  use.  The  most  obvious  unjustified  use  of  tetra- 
cycline is  in  children  under  eight  years  of  age.  In  spite  of  repeated 
advice  to  physicians  on  its  dangers,  this  practice  continues  (Ray,  1977). 

The  problem  is  not  new.  Current  practices  in  the  use  of  antibiotics 
recall  the  dismal  performance  of  physicians  in  the  use  of  chloramphenicol 
over  a 20  year  period  (Silverman  and  Lee,  1974).  Sad  to  note,  the  practice 
of  excessive  prescribing  of  chloramphenicol  by  a small  percentage  of 
physicians  persists. 

The  use  of  fixed  combination  antibiotic  products,  often  combining 
an  antibiotic,  an  antihistamine,  an  analgesic  and  a decongestant,  was  a 
popular  practice  for  many  years.  The  FDA  removed  these  drug  products 
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from  the  market  in  the  early  1970s  because  they  were  judged  to  be  in- 
effective. In  addition  to  these  fixed  combination  products  for  colds, 
cough  and  related  upper  respiratory  symptoms  the  prescribing  of  anti- 
biotics in  fixed  combination  was  also  a popular  practice.  Again,  it 
required  the  FDA's  removal  of  these  drug  products  from  the  market  to 
terminate  use  of  these  irrational  mixtures. 

The  problems  associated  with  the  appropriate  use  and  misuse  of  anti- 
biotics have  recently  been  summarized  by  Dr.  Jack  Remington,  one  of  the 
nation's  leading  experts  in  the  field  of  infectious  disease  (Remington, 
1978).  He  notes:  . • 

As  a result  of  indiscriminate  prescribing  of 
antibiotics,  more  and  more  hospital  patients 
are  contracting  infections  more  severe  than 
the  diseases  for  which  they  were  admitted. 

Some  of  the  infections  are  due  to  organisms 
once  considered  harmless.  New  strains  of 
bacteria  that  cause  diseases  like  gonorrhea, 
pneumonia,  and  meningitis  (which  once  re- 
sponded quickly  to  antibiotics)  have  developed 
and  do  not  succumb  to  traditional  antibiotics. 

And  people  suffer  and  even  die  from  the  side 
effects  of  antibiotic  therapy.  These  concerns 
overshadow  the  fact  that  antibiotic  therapy 
remains  one  of  the  most  miraculous  tools  ever 
used  by  physicians. 


Psychotropic  Drugs.  Psychotropic  drugs,  perhaps  more  than  any  other 
class  of  drugs,  are  at  the  center  of  controversy  in  the  debate  about  what 
constitutes  appropriate  drug  therapy.  Several  studies  in  the  past  decade 
have  identified  some  of  the  characteristics  of  patients  who  use  psychotropic 
drugs.  Indeed,  the  top  25  percent  of  prescribers  account  for  as  much  as 
50  percent  of  all  prescriptions  for  psychotropic  drugs  (Balter  and  Levine, 
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1969).  Women,  particularly  middle-aged  women,  come  to  physicians  most  often 

| 

and  they  receive  a disproportionate  number  of  psychotropic  drugs.  The  highest 

proportion  of  emotional  disorders  are  thought  to  occur  in  women  in  this 

. 

age  group  and  women  are  perceived  by  physicians  as  frequently  presenting 
such  symptoms  as  fatigue,  tension,  anxiety  and  lassitude.  Minor  tran- 

I 

quilizers  are  frequently  prescribed  for  problems  of  this  type.  The  result: 

67  percent  of  all  psychotropic  drugs  are  prescribed  for  women;  stimulants 
and  antidepressants  are  used  overwhelmingly  by  women,  accounting  for 
82  percent  and  74  percent  of  use  respectively. 

Advertising  plays  a role  in  the  use  of  these  drugs.  Not  only  are 
psychotropic  drugs  promoted  as  being  effective,  but  their  use  for  a wide 
range  of  vague  complaints  and  for  the  normal  trials  and  tribulations 
of  daily  life  also  is  encouraged  (Stolley,  1976;  Lennard,  1970).  Recently, 
minor  tranquil izers  have  been  promoted  to  produce  "a  less  demanding  and 
complaining  patient"  (Waldron,  1977). 

Minor  tranquilizers  are  among  the  most  popular  prescription  drugs. 

Their  use  increased  rapidly,  particularly  after  the  introduction  of 

. 

chlordiazepoxide  (Librium)  in  1960  and  diazepam  (Valium)  in  1963.  In 
1973  100  million  prescriptions  were  dispensed  for  minor  tranquilizers, 
accounting  for  the  sale  of  approximately  five  billion  tablets.  In  that 
year  one  out  of  every  ten  Americans  18  years  of  age  or  old  was  reported 
to  have  taken  diazepam  at  one  time  or  another. 

About  30  percent  of  the  prescriptions  for  minor  tranquil izers  are 
for  anxiety  or  insomnia;  the  remaining  70  percent  are  for  a wide  collection 
of  problems,  including  musculoskeletal  disorders,  circulatory  disorders. 
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gastrointestinal  complaints,  asthma,  menopausal  symptoms  and  postoperative 
care  (Blackwell,  1973;  Rickels,  1977).  Although  the  efficacy  of  diazepam 
for  anxiety  varies  from  one  study  to  the  next,  it  often  appears  to  be  an 
effective  drug  for  short-term  use  (Blackwell,  1973;  Kline,  1974;  Waldron, 
1977).  There  is  much  less  evidence  supporting  long-term  use  for 
anxiety.  Analyzing  data  from  the  medical  literature  from  the  early 
1960s  to  1973,  Cooperstock  found  "little  to  support  the  use  of  psychotropic 
drugs  as  an  adjunct  in  the  maintenance  therapy  of  common  physical  illness" 
(Cooperstock,  1973).  Similar  observations  have  been  made  for  the  use  of 
minor  tranquilizers  for  such  disorders  as  hypertension,  angina  pectoris, 
peptic  ulcer  and  asthma  (Greenblatt  and  Shader,  1977). 

Perhaps  the  most  blatant  misuse  of  prescribed  psychoactive  drugs  is 
in  the  use  of  stimulants,  particularly  amphetamines,  in  the  treatment  of 
obesity.  There  are  12  drug  entities  approved  for  the  treatment  of  obesity. 
All  of  them,  except  mazindol,  are  related  in  chemical  structure;  all  are 
central  nervous  system  stimulants;  all  are  scheduled  under  the  Controlled 
Substance  Act  of  1970. 

In  addition  to  determining  appropriate  control  schedules  for  anorectic 
drugs,  the  FDA  undertook  a variety  of  other  actions  between  1971  and  1976 
designed  to  limit  the  misuse  and  abuse  of  anorectics  (U.S.  Congress,  Senate 
Committee  on  Small  Business,  Competitive  Problems  in  the  Drug  Industry, 
1976).  The  result  of  these  actions  was  that  the  number  of  amphetamine 
prescriptions  per  year  dropped  from  over  20  million  in  1970  to  about  5.5* 
million  in  1973.  They  have  remained  at  that  level. 
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The  FDA  began  the  slow  process  of  removing  all  combination  drug 
products  containing  amphetamines  from  the  market  in  1973.  By  late  1976 
'.overdl  drugs  were  still  under  review  but  the  majority  had  been  eliminated. 
The  FDA  also  removed  approval  of  the  use  of  methamphetamine  preparations 
for  a number  of  conditions  in  which  NSA/NRC  panels  had  found  them  in- 
effective. 

In  spite  of  the  fact  that  there  is  some  evidence  supporting  the 
short-term  (8  to  12  week)  use  of  prescription  anorectics  in  achieving 
weight  loss  and  that  some  physicians  prescribing  these  drugs  certainly 

consider  them  effective  (Lasagna,  1973),  I agree  with  the  view  expressed 
by  Edison  that  these  drugs  are  used  excessively  and  with  minimal 
effectiveness  (Edison,  1977).  This  view  is  supported  by  the  Canadian 
government,  which  withdrew  the  approval  of  amphetamine  and  related  com- 
pounds for  the  treatment  of  obesity  several  years  ago.  Indeed,  recently 
the  FDA  initiated  an  action  to  prohibit  the  labeling  of  amphetamines  for 
the  treatment  of  obesity  and  to  limit  approved  labeling  solely  to  the 
treatment  of  narcolepsy  and  minimal  brain  dysfunction.  Banning  amphetamines 
as  a weight  reduction  aid  might  eliminate  up  to  88  percent  of  their  present 
legal  use. 

One  interesting  incidence  of  doctors  combating  misuse  of  amphetamines 
took  place  in  -Jacksonville,  Florida.  The  county  medical  society  leader- 
ship, convinced  that  amphetamines  were  over  prescribed  locally  (more  than 
one  million  such  prescriptions  in  a four-month  period  in  1977),  jointly 
sponsored  a plan  that  reduced  amphetamine  prescriptions  by  81  percent  and 
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reduced  pharmacy  robberies  and  street  traffic  in  the  drugs,  as  well.  There 
was  a verbal  campaign  to  inform  physicians  about  problems  relating  to 
stimulants.  Pharmacists  volunteered  to  remove  all  amphetamine  stocks  from 
their  stores  and  they  instituted  a delay  in  filling  these  prescriptions  for 
two  days.  The  program  gave  them  an  opportunity  to  track  down  false  prescrip- 
tions and  gave  notice  to  physicians  that  people  were  concerned  about  over- 
prescribing of  amphetamines.  The  society's  president  reported  that 
physicians  welcomed  the  restrictions  and  they  were  interested  in  applying 
their  experience  to  other  dangerous  drugs  (American  Medical  News , ' 1978) . 

Sedatives  and  hypnotics  continue  to  be  prescribed  excessively. 

Hypnotics  are  used  by  almost  three  percent  of  the  population.  These 
drugs  carry  a high  abuse  potential  and  the  consequences  of  their  abuse 
are  staggering.  There  are  now  5000  deaths  a year  associated  with 
sleeping  pills  and  barbiturate  users  make  about  25,000  trips  to  hospital 
emergency  rooms  every  year  because  of  drug-related  problems  (DuPont,  1977). 

Hypnotic  prescriptions  rose  in  the  1960s  — from  less  than  30  million 
new  and  refill  prescriptions  to  42.1  million  prescriptions  in  1971  (U.S. 
Department  of  Health,  Education,  and  Welfare,  Public  Health  Service, 

Alcohol,  Drug  Abuse,  and  Mental  Health  Administration,  1977).  Since  that 
time  the  number  of  prescriptions  has  declined  to  27.3  million.  The  decline 
of  barbiturate. hypnotic  prescriptions  has  been  dramatic  --  from  20.4 
million  in  1971  to  5.5  million  in  1976.  Prescriptions  for  all  of  the 
nonbarbi turate  hypnotics,  except  flurazepam  (Dalmane),  also  declined 
during  this  period. 
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Hormones . Although  many  hormones  are  prescribed  inappropriately  or 
without  justification,  the  use  of  estrogens  for  menopausal  symptoms  pre- 
sents a major  hazard  because  of  their  widespread  use.  The  most  frequently 
used  oral  estrogens  are  conjugated  estrogens  and  diethylstilbestrol . In 
addition,  about  1.5  million  prescriptions  are  written  for  vaginal  estrogens 
each  year  (National  Prescription  Audit,  IMS  America,  1977).  On  the  basis 
of  national  sales  figures,  Markush  and  Turner  estimated  that  almost  13 
percent  of  women  aged  45  to  64  take  oral  estrogens  (Markush  and  Turner, 
1971).  Other  estimates  range  from  8 to  15  percent  (Boston  Collaborative 
Drug  Surveillance  Program,  1974;  Pfeffer,  1977),  with  many  women  in  the 
seventh  and  eighth  decades  continuing  to  use  estrogens.  The  FDA  estimated 
in  1977  that  three  million  women  take  estrogens  for  menopausal  symptoms. 

How  much  of  this  use  is  justified  in  view  of  the  risks  associated 
with  prolonged  estrogen  therapy?  The  risks  include  hypertension  (Pfeffer 
and  Vanden  Noort,  1976),  ovarian  cancer  (Hoover,  et  al . , 1977),  endometrial 
cancer  (Mack,  et  al . , 1976;  Zi el  and  Finkel,  1975;  Smith  et  al.,  1975); 
venous  thromboembul ism  and  gall  bladder  disease  (Boston  Collaborative 
Drug  Surveillance  Program,  1974)  and  glucose  intolerance  (Ajabor,  1972). 
Most  important  is  the  increased  risk  of  endometrial  and  ovarian  cancers. 

In  three  recent  studies  the  risk  of  endometrial  cancer  v/as  found  to  in- 
crease by  4.5,  7.6  and  8 times  when  estrogens  were  used  (Mack,  et  al., 

1976;  Zi el  and  Finkel,  1975;  Smith,  et  al . , 1975).  Since  the  frequency 
of  endometrial  cancer  in  all  postmenopausal  women  who  have  uteruses  is 


439 


about  one  per  1000  per  year,  these  studies  indicate  that  the  frequency 
may  be  as  high  as  four  to  eight  per  year  for  estrogen  users.  The  risk 
of  endometrial  cancer  in  postmenopausal  women  using  estrogens  is  greater 
than  the  usual  combined  risk  of  cervical,  breast  and  endometrial  cancer. 
The  risk  of  ovarian  cancer  has  recently  been  documented  by  Hoover  et  al . , 
who  followed  almost  1000  women  who  had  taken  oral  Premarin  for  at  least 
six  months  [Hoover  et  al.,  1977).  In  this  group  the  risk  of  ovarian 
cancer  was  two  to  three  times  greater  than  expected.  The  risk  increased 
with  the  strength  of  the  Premarin  tablet  taken,  but  not  with  the  duration 
of  use  or  the  total  dose.  The  excess  risk  of  cancer  in  this  group,  how- 
ever, was  chiefly  in  women  who  had  also  used  diethyl sti 1 bestrol . 

The  most  frequent  reasons  for  the  use  of  estrogens  in  postmenopausal 
women  are  atrophic  vaginitis,  replacement  therapy,  osteoporosis,  hot 
flashes  and  anxiety,  depression,  fatigue  and  headache  (Pfeffer,  1977). 

Do  these  symptoms  justify  the  present  patterns  of  use  and  the  risks 
in  menopausal  and  postmenopausal  women?  Certainly  osteoporosis  is  an 
appropriate  indication,  but  is  the  same  true  of  anxiety,  depression, 
fatigue  and  headache? 

As  a result  of  the  risk  of  endometrial  cancer  the  FDA  in  July  1977 
began  requiring  pharmacists  and  physicians  who  dispense  estrogens  to 
provide  users  with  a special  brochure  that  emphasizes  the  risks  of  long- 
term use.  The  FDA  had  earlier  tightened  the  drug  labeling  instructions. 
These  regulations  will  very  likely  result  in  a sharp  decline  in  the  use 
of  estrogens  for  menopausal  and  postmenopausal  symptoms. 
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The  Improper  Use  of  Drugs  by  Patients 

Variations  in  physician  prescribing  are,  if  anything,  exceeded  by 
variations  in  the  use  of  drugs  by  patients.  After  reviewing  185  studies, 
Sackett  and  Haynes  found  that  even  for  acute  il Iness,  rates  for  patients 
following  the  drug  regimens  prescribed  by  their  physicians  varied  from 
18  percent  to  89  percent  (Sackett  and  Haynes,  1976).  For  long-term  therapy  ! 
the  average  for  different  illnesses  was  54  percent,  but  when  the  dis- 
tribution was  examined  carefully  it  was  found  that  one-third  of  the 

i 

patients  took  none  of  their  prescribed  medicines,  one-third  took  virtually 

all  of  their  medicines  and  one- third  were  scattered  in  between.  Stewart 

■ 

and  Cluff  also  reviewed  the  literature  on  compliance  and  found  that,  with 

/ 

few  exceptions,  between  25  and  59  percent  of  patients  will  commit  errors 
in  the  use  of  prescription  drugs  (Stewart  and  Cluff,  1972).  They  noted 
that  for  4 to  35  percent  of  patients  the  misuse  of  medication  poses  a 
serious  threat  to  their  health.  Factors  that  tend  to  reduce  a patients 

i 

adherence  to  a prescribed  regimen  include:  complexity  (e.g.,  multiple 

drugs),  continuation  of  therapy  over  a prolonged  period  and  the  need  for 
extensive  behavioral  changes  on  the  part  of  the  patient. 

Consider  these  examples.  In  a study  at  the  University  of  Florida, 
more  than  one-fifth  of  diabetic  patients  were  taking  either  one-half  or 
double  the  prescribed  dose  of  insulin.  In  a group  of  tuberculosis  patients, 
48  percent  admitted  that  they  were  taking  medication  irregularly  or  not 
at  all.  In  a group  told  to  take  antibiotics  regularly  for  ten  days  to 

i 

control  a streptococcus  infection,  56  percent  decided  on  their  own  to 

stop  therapy  by  the  third  day  — presumably  when  they  began  feeling  better  — 
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71  percent  by  the  sixth  and  82  percent  by  the  ninth.  Blackwell  found 
in  a careful  review  of  published  studies  that  between  25  and  50  percent 
of  patients  fail  to  take  their  medicines  as  prescribed  (Blackwell,  1973). 

Patients  themselves  must  take  some  of  the  blame  for  failing  to  comply, 
but  much  of  the  responsibility  lies  with  the  medical  care  system,  which 
fails  to  provide  the  patient  with  adequate  information.  According  to 
Blackwell,  "The  most  important  contribution  to  compliance  is  the  under- 
standing a patient  has  of  the  illness,  the  need  for  treatment  and  the 
likely  consequences  of  both."  In  addition,  the  instructions  for  use  must 
be  clear  and  specific.  Studies  have  documented  the  widespread  inadequacy 
and  resultant  misinterpretation  of  directions  for  use  found  on  prescription 
labels. 

Although  physicians  treat  large  numbers  of  patients,  many  of  them 
with  multiple  drugs  over  long  periods  of  time,  they  are  often  unaware  of 
the  fact  that  their  patients  are  not  following  their  prescribed  drug 
regimens.  How  many  physicians  actually  believe  that  half  or  less  of  their 
patients  are  using  their  medicines  as  prescribed? 

Patient-physician  communication  is  a critical  element  in  a patient's 
use  of  prescription  drugs.  In  the  past,  patients  who  did  not  comply  with 
prescribed  therapies  were  described  as  uncooperative  and  attempts  were 
made  to  identify  the  characteristics  of  such  patients.  Later,  socio- 
behavioral  factors  affecting  the  patient's  perception  of  the  illness  and 
the  effectiveness  of  therapy  were  recognized  as  important.  Recently, 
Svarstad  has  pointed  to  the  importance  of  the  process  by  which  physicians 
transmit  their  expectations  and  the  means  they  use  to  motivate  patients 
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to  follow  prescribed  regimens.  She  noted  the  importance  of  the  physician's 
role  in  instructing  and  motivating  the  patient,  and  the  complementary 
dimensions  of  the  patient's  attitude  and  behavior,  including  the  patient's 
perception  of  v/hat  the  physician  expects,  the  patient's  evaluation  of  the 
treatment  plan  and  the  patient's  behavioral  conformity  (Svarstad,  1976). 

In  a number  of  studies  it  has  been  found  that  pharmacists  can  play 
a key  role  in  improving  patient  compliance  with  prescribed  regimens.  This 
is  particularly  true  in  cases  where  multiple  drugs  are  used  and  when  the 
risks  of  therapy  are  higher. 

Although  the  pharmacist  cannot  solve  all  problems  relating  to  pre- 
scriptions --  increasing  use  of  drugs,  poor  patient  compliance,  medication 
error  and  the  adverse  effects  of  drugs  — no  other  health  professional 
is  in  such  a central  role  to  combat  them.  The  pharmacist  can  be  par- 
ticularly important  in  improving  the  patient's  understanding  of  how  and 
why  to  take  prescribed  and  over-the-counter  drugs.  A patient  who  does 
not  have  even  a rudimentary  knowledge  of  his  or  her  therapeutic  regimen 
is  far  more  likely  to  comriit  errors. 

Some  pharmacists  now  provide  drug  counseling  services.  I would 
suggest  that  a critical  element  in  improving  patient  care  is  in  an  ex- 
panded role  for  the  pharmacist. 

Adverse  Drug  Reactions 

Adverse  drug  reactions  did  not  begin  to  receive  serious  attention 
until  the  early  1960s.  Although  there  had  been  dramatic  examples  of  ad- 
verse reactions,  such  as  serious  or  fatal  blood  dyscrasia  due  to  chlor- 
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amphenicol  and  the  multiple  adverse  effects  of  triparanol  (MER/29),  it  v/as 
not  until  the  tragic  results  of  the  widespread  use  of  thalidomide  were 
discovered  that  the  public  became  alarmed.  The  first  result  was  that 
Congress  took  another  look  at  the  proposed  Kefauver-Harris  Amendments  to 
the  Food,  Drug  and  Cosmetic  Act  — and  put  the  proposed  legislation  into 
law  in  1962.  Safety  testimony  by  the  FDA  was  modified  and  the  1962 
amendments  required  that  drugs  be  demonstrated  to  be  effective,  as  well 
as  safe,  prior  to  marketing. 

Equally  important,  in  the  1960s  systematic  study  of  the  adverse 
effects  of  already  marketed  drugs  was  initiated.  The  Boston  Collaborative 
Drug  Surveillance  Program  began  in  1966;  a series  of  studies  in  hospitals 
were  carried  out  by  such  able  investigators  as  Dr.  Leighton  Cluff  and 
specific  studies  were  undertaken  on  drugs  such  as  oral  contraceptives, 
which  were  then  in  widespread  use. 

In  our  book  Pills,  Profits,  and  Politics,  Dr.  Milton  Silverman  and 
I summarized  much  of  the  data  then  available  (Lee  & Silverman,  1974).  At 


that  time  there  appeared  to  be  growing  acceptance  of  the  concept  that  an 
adverse  drug  reaction  was  marked  by  the  following  characteristics: 

- it  is  adverse  --  that  is  noxious,  unfavorable,  untoward, 
pathological 

- it  is  unintended  or  unanticipated  and  not  sought  as  a 
goal  of  therapy 

- it  results  from  the  use  of  a legally  available  drug  in  . 
normal  dosages,  administered  for  the  diagnosis,  prevention 
or  treatment  of  disease  or  for  the  modification  of  bodily 
functions 


it  is  not  trivial  in  degree,  but  serious  enough 
obvious  disability,  call  for  hospital  admission 
hospitalization,  or  require  significant  changes 
strategies . 


to  cause 
or  additional 
in  treatment 


50-972  0-79-29 


444 


At  that  time  there  was  still  considerable  disagreement  about  the 
i i jnitude  of  the  problems.  It  was  estimated  that  from  3 to  5 percent  of 
patients  admitted  to  medical  services  were  admitted  because  of  adverse 
drug  reactions  and  from  5 to  30  percent  of  hospitalized  patients  suffered 
adverse  drug  reactions.  Deaths  due  to  adverse  drug  reactions  were  even 
more  difficult  to  estimate  because  the  patients  frequently  were  suffering 
from  fatal  diseases.  Costs  of  adverse  drug  reactions  were  estimated  to 
range  from  $1  billion  to  $3.5  billion  annually. 

In  examining  the  literature  on  adverse  drug  reactions  in  1974, 

Karch  and  Lasagna  felt  that  it  was  not  possible  to  extrapolate  the  avail- 
able data  to  provide  valid  estimates  of  the  adverse  drug  reaction  problem 
(Karch  and  Lasagna,  1976).  They  examined  data  on  adverse  drug  reactions 
in  hospitalized  patients,  hospital  admissions  due  to  adverse  drug  re- 
actions and  fatal  adverse  drug  reactions.  Although  it  wa s not  possible 
to  extrapolate  the  data  from  a number  of  hospital  inpatient  and  outpatient 
studies  to  the  population  as  a whole,  there  v/as  ample  evidence  to  indicate 
that  adverse  drug  reactions  are  a serious  problem. 

More  recent  reports  summarizing  the  more  than  ten  years  of  experience 
of  the  Boston  Collaborative  Drug  Surveillance  Program  have  added  additional 
evidence  on  the  magnitude  and  nature  of  the  problem  (Miller  and  Greenblatt, 
1976).  In  a recent  study  comparing  drug  use  in  U.S.  and  Scottish  hos- 
pitals, it  was'  found  that  26  percent  of  the  U.S.  patients  experienced 
one  or  more  adverse  effects  of  drug  treatment  compared  with  15  percent  of 
the  Scottish  patients.  The  data  suggest  that  the  great  frequency  of 
adverse  effects  of  the  U.S.  patients  was  due  to  greater  drug  use  in  the 
American  patients,  rather  than  to  a greater  proportion  suffering  toxicity 

A 

to  individual  drugs. 
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Earlier  studies  at  the  University  of  Florida  and  Johns  Hopkins 
University  pointed  out  the  increasing  frequency  of  adverse  drug  reactions 
with  the  prescribing  of  two  or  more  drugs  simultaneously.  Studies  also 
found  that  the  interaction  of  prescription  and  OTC  drugs  and  alcohol  were 
sometimes  the  cause  of  serious  adverse  effects. 

What  Others  Have  Said  About  the  Problem 

During  the  past  decade  deficiencies  in  medical  and  pharmacy  education 
and  the  lack  of  adequate,  readily  available  sources  of  objective  information 
about  prescription  drugs  have  been  identified  as  two  factors  leading  to 
unjustified  and  inappropriate  use  of  prescription  drugs. 

Almost  ten  years  ago  a series  of  reports  were  issued  by  the  Task 
Force  on  Prescription  Drugs,  Department  of  Health,  Education,  and  Welfare. 

One  of  these  reports.  The  Drug  Prescribers,  dealt  in  some  detail  with 

many  of  the  same  problems  that  this  Subcommittee  is  investigating  today  (U.S. 

Department  of  Health,  Education,  and  Welfare,  Office  of  the  Secretary, 

1969).  The  Task  Force  found  ample  evidence  to  support  the  view  that 
rational  prescribing  (the  fight  drug  for  the  right  patient  in  the  right 
amount  at  the  right  time)  was  far  from  universal. 

The  Task  Force  identified  a number  of  problems: 

- inadequate  training  of  physicians  in  the  clinical  application 
of  drug  knowledge  during  the  undergraduate  medical  curriculum; 

- inadequate  sources  of  objective  information  about  drug 
properties  and  indications  available  to  practicing  physicians; 

- widespread  reliance  of  physicians  for  continuing  education 
upon  advertising  and  promotional  materials  distributed  by 
drug  manufacturers; 
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- exceedingly  rapid  turnover  in  the  popularity  of  prescription 
drug  specialties;  and 

- the  limited  time  available  to  practicing  physicians  to  examine, 
evaluate  and  maintain  currency  with  the  therapeutic  claims 

for  newly  marketed  products. 

In  1976  the  Study  Commission  on  Pharmacy  issued  its  report.  Pharmacists 
for  the  Future,  based  on  more  than  two  years  of  study  of  pharmacy  edu- 
cation and  the  practice  of  pharmacy  as  an  integral  part  of  the  health 
care  system  (Study  Commission  on  Pharmacy,  1976).  The  Corranission  re- 
commended that  the  training  of  pharmacists  be  enhanced  so  that  they  may 
play  a more  vital  role  in  informing  those  who  consume,  prescribe,  dis- 
pense and  administer  drugs.  It  was  pointed  out  that  the  pharmacy  system 
is  much  more  adept  at  developing,  manufacturing  and  distributing  drugs 
than  it  is  at  providing  knowledge  about  them.  The  members  recommended 
that  problems  of  drug  information  be  investigated  in  order  to  identify 
the  gaps  and  fill  them.  The  Commission  report  is  an  exceedingly  sound 
document,  which  deserves  careful  consideration. 

Chronic  illnesses,  such  as  hypertension,  arthritis,  diabetes  mellitus 
and  obesity,  are  often  poorly  treated  by  physicians,  particularly  because 
of  the  difficulties  relating  to  drug  therapy.  In  some  cases  drug  therapy 
is  inadequate.  In  other  cases  too  many  drugs  are  prescribed  when  diet 
and  exercise  might  be  more  effective.  The  National  Commission  on  Arthritis 
and  Related  Musculoskeletal  Diseases  pointed  out  the  deficiencies  in 
medical  education  that  have  perpetuated  this  problem  (U.S.  Department  of 
Health,  Education,  and  Welfare,  Public  Health  Service,  National  Institutes 
of  Health,  National  Commission  on  Arthritis  and  Related  Musculoskeletal 
Diseases,  1976).  Ultimately,  this  results  in  inadequate  treatment  for 
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millions  of  arthritis  patients.  Possibly  the  most  radical  but  necessary 
change  required  is  the  greater  involvement  of  patients  in  the  management 
of  their  own  health.  A new  approach  is  also  necessary  in  medical,  nursing 
and  pharmacy  education. 

What  Can  Be  Done? 

The  problems  related  to  the  use  of  prescription  drugs  must  be  approached 
from  all  angles  — the  physician,  the  patient,  the  government,  health  pro- 
fessions training,  public  education  and  hospital  programs. 

Physician  Information 

Physicians  are  obligated  to  use  the  most  reliable  information  on  the 
drugs  they  prescribe.  Too  often,  inadequate  information  about  long-term 
side  effects,  lack  of  effectiveness  or  potential  for  abuse  has  led  to 
inappropriate  prescribing.  Physicians  cannot  continue  to  rely  so  heavily 
on  the  pharmaceutical  industry  for  information  which  is  designed  to  promote 
particular  brand  name  products.  The  pharmacological  industry  influences 
physicians  through  drug  advertisements  in  medical'  journals,  the  Physicians' 
Desk  Reference  and  the  promotion  of  detail  men. 

Several  steps  can  be  taken  to  reduce  the  reliance  of  physicians  on 
detail  men,  advertising  and  other  industry  promotional  efforts.  Nine 
years  ago  the  Task  Force  on  Prescription  Drugs  recommended  that  the 
Secretary  be  authorized  to  publish  and  distribute  to  all  physicians, 
pharmacists,  hospitals  and  other  appropriate  individuals  and  institutions 
a drug  compendium  listing  all  lawfully  available  prescription  drugs.  In- 
cluded in  such  a compendium  should  be  information  on  dosage  forms. 
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clinical  effects,  indications  and  contraindications  for  use  and  methods 
of  administration,  together  with  the  price  information  on  each  listed 
product. 

This  recommendation  of  the  Task  Force  on  Prescription  Drugs  was 
based  on  a careful  study  of  prescriber  information  sources  — medical 
journals,  formularies,  textbooks,  professional  meetings,  postgraduate 
seminars,  material  provided  by  hospital  and  community  pharmacies  and 
drug  promotion,  including  visits  to  physicians  by  drug  company  representatives 
or  detail  men  and  mailings  of  drug  advertisements  and  drug  samples. 

Although  significant  progress  has  been  made  since  the  report  of  the 
Task  Force,  particularly  the  publication  of  AMA  Drug  Evaluations,  im- 
provements in  clinical  pharmacology  teaching  in  some  medical  schools, 
greater  use  of  the  FDA  Drug  Bulletin,  and  the  development  of  Professional 
Standards  Review  Organizations  (PSRO),  the  physician  and  the  pharmacist 
are  often  without  the  kind  of  objective,  comprehensive  information  that 
the  compendium  would  provide.  The  growing  number  of  drug  products  on  the 
market  and  the  need  often  for  the  physician  to  prescribe  several  drugs 
for  a patient  serve  to  reinforce  the  need  for  information. 

The  time  is  long  overdue  for  the  publication  of  a compendium  of  all 
prescription  drugs.  Physicians  must  have  available  to  them  the  information 
on  which  to  base  sound  judgements.  I strongly  support  the  proposal  in 
the  Drug  Regulation  Reform  Act  that  would  authorize  the  Secretary 

of  Health,  Education,  and  Welfare  to  prepare  and  distribute  to  all 
medical  practitioners  a compendium  of  all  prescription  drugs 
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Physician-Patient  Relations 

Two  features  of  the  physician-patient  interaction  consistently  have 
been  shown  to  influence  the  use  of  prescription  drugs  by  patients.  First, 
a positive  association  has  been  found  between  the  degree  of  patient  super- 
vision and  compliance.  Second,  the  patient's  stated  level  of  satisfaction 
with  the  physician  and  the  clinic  has  correlated  with  compliance. 

Communication  between  physician  and  patient  is  often  inadequate  due 
to  time  constraints  and  the  fact  that  patients  may  be  anxious  or  worried 
and  therefore  unable  to  assimilate  properly  the  information  provided. 

One  approach  to  the  lack  of  time  for  physician-patient  interaction  would 
seem  to  be  a reorganization  of  medical  care  to  free  up  the  physician  for 
duties  that  he  or  she  does  best.  In  many  instances,  the  nurse,  the 
physiciar. :s  assistant  or  the  clinical  pharmacist,  working  in  close 
association  with  the  physician,  is  able  to  provide  the  needed  instruction 
on  the  proper  uses  of  the  prescribed  drugs,  as  well  as  possible  side 
effects  and  interactions  with  OTC  drugs  or  alcohol.  In  some  situations, 
however,  it  is  necessary  for  the  physician  to  do  this.  Better  physician- 
patient  contact,  communication  and  understanding  are  critically  important 
factors  in  promoting  rational  prescribing  and  the  rational  use  of  drugs. 

It  is  essential  that  physicians  insure  patient's  understanding  of  the 
proper  regimen  through  concise  written  and  verbal  instructions. 

Information  for  the  Patient 

A case  also  can  be  made  for  providing  patients  with  additional  written 

F. 

| information  about  their  prescription  drugs,  thereby  reinforcing  information 
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given  by  the  physician.  I strongly  support  the  provision  of  the  Drug 
Regulation  Reform  Act  olS^)  related  to  information  for  patients. 

The  requirements  for  patient  information  labeling 
are  the  result  of  careful  study  and  the  experience  since  1970  with  patient 

package  inserts. 

The  Patient  Package  Insert.  Isoproterenol  inhalators,  used  in  the 
treatment  of  asthma,  were  the  first  products  to  require  a patient  package 
insert.  Then  in  1970  the  FDA  required  that  a patient  package  insert 
accompany  oral  contraceptives  because  of  the  growing  evidence  of  potential 
adverse  effects  from  these  products  then  being  used  by  millions  of  American 
women . Much  of  this  evidence  was  brought  to  public  attention  in  the 
hearings  of  the  Senate  Monopoly  Subcommittee  chaired  by  Senator  Gaylord  Nelson, 
who  has  contributed  tremendously  to  our  appreciation  of  the  patient's 
right  and  need  to  know.  Midway  in  the  Senate  hearings,  Newsweek  magazine 
published  the  results  of  a Gallup  poll  disclosing  that  two-thirds  of 
the  women  taking  oral  contraceptives  claimed  that  they  were  never  told 
by  their  physicians  of  any  possible  hazard.  At  least  in  partial  response 
to  this  startling  revelation,  the  FDA  announced  that  it  would  require  a 
warning  to  be  attached  to  each  package  of  oral  contraceptives,  written,  not 
for  the  physician  or  pharmacist,  but  for  the  patient.  In  addition,  a 
brochure  providing  a more  detailed  discussion  of  the  risks  and  benefits 
would  be  distributed  by  the  physician  at  the  patient's  request. 

Other  medications  for  which  patient  package  inserts  are  required 
include  insulin;  diethylstilbestrol  used  as  a "morning  after"  contra- 
ceptive; intrauterine  devices,  and  if  objections  by  the  obstetricians  can 

.V 

be  overcome,  estrogens  prescribed  primarily  for  menopausal  symptoms. 
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In  1975  the  consumer  movement  joined  the  fight  for  patient  package 
inserts.  The  Center  for  Lav/  and  Social  Policy,  acting  on  behalf  of  five 
consumer  advocacy  groups,  filed  a petition  with  the  FDA  to  require  patient 
package  inserts  for  all  prescription  drugs. 

What  forces  are  behind  the  current  impetus  for  greater  patient  infor- 
mation? First,  is  the  consumer  movement,  v/hich  advocates  the  patient's 
right  to  know.  Second,  surveys  have  shown  that  patients  want  information 
about  the  drugs  that  they  are  taking.  Third,  the  extent  of  drug  use  in 
this  country  argues  for  measures  to  protect  the  public  health  and  insure 
safety  in  the  use  of  drugs.  And,  fourth,  lack  of  compliance  with  thera- 
peutic regimens  is  recognized  as  a serious  problem,  v/hich  will  be  addressed 
directly  by  instituting  patient  package  inserts. 

The  consumer  movement  advocates  the  disclosure  of  more  complete  in- 
formation to  patients.  The  patient  has  a right  to  know  w hat  the  drug  is, 
why  it  is  being  given  and  what  the  risks  and  benefits  of  its  use  may  be. 
Provision  of  this  information  would  be  a step  toward  greater  involvement 
of  the  patient  in  decisions  about  his  or  her  own  health.  It  would  also 
be  a step  toward  informed  consent.  However,  to  satisfy  legal  requirements 
for  informed  consent,  there  would  have  to  be  written  confirmation  by  the 
physician  that  the  patient  had  received  the  necessary  information. 

Survey  after  survey  has  revealed  that  patients  want  information  about 
drugs.  Joubert  and  Lasagna  found  that  patients  want  to  know  a great  deal 
about  the  drugs  that  are  prescribed  for  them  (Joubert  and  Lasagna,  1975). 

In  their  survey  more  than  93  percent  wanted  to  know  the  reason  for  the 
drugs'  use,  89  percent  wanted  to  be  informed  of  the  common  risks  involved. 
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hi  ^ i .fit  of  the  risk  of  overdosage,  80  percent  of  the  risk  of  using  too 
little,  79  percent  of  the  risk  of  not  using  the  drug  and  75  percent  of 
other  important  issues. 

In  spite  of  dire  warnings  from  the  House  of  Delegates  of  the  American 
Medical  Association,  the  use  of  patient  package  inserts  with  oral  contra- 
ceptives has  been  found  helpful  by  the  overwhelming  majority  of  women  using 
them,  and  there  has  been  no  significant  interference  with  the  physician- 
patient  relationship.  In  addition,  of  those  users  surveyed  by  the  FDA, 
most  said  that  they  wanted  similar  information  to  be  furnished  for  other 
prescription  drugs,  such  as  antibiotics,  tranquilizers  and  cough  and  cold 
preparations.  Only  34  percent  of  the  users  surveyed  reported  receiving 
the  more  detailed  brochure  available  for  distribution  by  the  physician, 
as  opposed  to  93  percent  who  received  the  patient  package  insert.  However, 
after  having  read  both  sources  of  information,  89  percent  of  the  respon- 
dents favored  the  brochure. 

Thus,  in  the  populations  surveyed,  not  only  do  patients  want  infor- 
mation, they  want  the  information  to  be  fairly  detailed.  The  public  is 
becoming  increasingly  aware  of  the  hazards  associated  with  certain  drugs 
(e.g.,  oral  contraceptives  and  estrogens),  but  rarely  do  physicians  dis- 
cuss such  issues  with  their  patients.  Only  rarely,  patients  say,  are 
they  informed  by  their  physician  of  the  major  side  effects  of  a pre- 
scription drug,  precisely  how  and  when  the  drug  should  be  taken,  what  pre- 
cautions should  be  observed  and  how  the  prescribed  drug  might  interact 
with  the  other  prescribed  products,  over-the-counter  drugs,  alcohol  or 
various  foods.  The  failure  of  many  patients  to  get  such  information  from 
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their  physicians  is  understandable.  After  all,  the  average  visit  to  the 
physician  lasts  less  than  ten  minutes.  Even  when  valuable  information  is 
given  often  a patient  who  is  in  an  agitated  state  is  unable  to  remember 
the  instructions. 

Patient  package  inserts  have  been  used  in  a number  of  European 
countries.  In  the  Netherlands  and  Spain  they  are  required  and  must  be 
given  to  the  patient  unless  the  prescriber  indicates  otherwise.  In  many 
other  countries  they  are  often  supplied  to  patients.  The  United  Kingdom, 
Sweden,  Malta  and  Denmark  are  exceptions  (Table  1). 

Recommendations  for  Patient  Package  Inserts.  Preparation  of  the 
patient  package  insert  should  be  a combined  effort  of  the  medical  and 
pharmaceutical  communities,  the  drug  industry,  consumer  groups  and 
communications  specialists  in  consultation  with  the  FDA.  Extensive 
field  testing  of  proposed  inserts  is  necessary  to  determine  v/hether  the 
information  is  understood  and  whether  the  desired  results  are  achieved. 
Special  attention  should  be  given  to  problems  of  comprehension  experienced 
by  residents  of  different  geographical  regions,  people  of  different 
socioeconomic  groups  and  non-English  speaking  persons.  To  facilitate  the 
continuing  evaluation  of  patient  package  inserts,  positions  should  be 
established  within  the  FDA  and  the  appropriate  funding  should  be  authorized. 

I would  strongly  urge  that  every  possible  step  be  taken  to  prevent 
needless  patient  alarm  or  confusion.  Certainly,  the  long  and  detailed 
information  presented  to  physicians  and  pharmacists  through  the  present 
package  insert  is  not  appropriate.  Consideration  should  be  given  to 
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TABLE  1 

NATIONAL  PRACTICE  REGARDING  PACKAGE  INSERT  LEAFLETS  IN  EUROPEAN  COUNTRIES 
Information  applies  to  both  prescription  and  over-the-counter  medicines. 


Compulsory 


COUNTRY 

Compul sory 
to 

Supply 

Usually 
Suppl ied 

pre-approval 

of 

Contents 

Original 

pack 

Dispensing 

Austria 

No 

Yes 

Yes 

Yes 

Belgium 

No 

Yes 

Yes 

Yes 

Denmark 

No 

No 

Yes 

Yes 

Finland 

No 

Yes 

Yes 

Yes 

France 

No 

Yes 

Yes 

Yes 

German  Federal  Republic 

No 

Yes 

Yes 

Yes 

Irish  Republic 

No 

Yes 

Yes 

No 

Italy 

No 

Yes 

Yes 

Yes 

Mai  ta 

No 

No 

— 

Yes 

Netherlands 

Yes^ 

Yes 

Yes 

No 

Norway 

No 

No 

Yes 

Yes 

Poland 

No 

Yes 

Yes 

Yes 

Portugal 

No 

Yes 

Yes 

No2 

Spain 

Yes 

Yes 

Yes 

Yes 

Sweden 

No 

No 

Yes 

Yes 

Switzerl  and 

No 

Yes 

Yes 

Yes 

Turkey 

No 

Yes 

Yes 

Yes 

United  Kingdom 

No 

No 

No3 

No 

Yugoslavia 

Yes 

Yes 

Yes 

— 

1 Leaflets  must  be  supplied  if  the  prescription  is  for  "original"  pack. 

2 In  special  circumstances  the  original  pack  is  not  used. 

3 The  Licensing  Authority  has  the  power  to  ask  for  samples  of  labels,  packages  and  leaflets. 
--  Information  not  available. 

Source:  Whittet:  Drug  Information  Journal, 11  : 335,  January,  1977. 
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the  vexing  decision  of  whether  to  include  all  indications  approved  by  the 
FDA  for  each  drug,  or  only  the  most  important  or  most  frequent  indications. 

Certainly,  there  would  appear  to  be  no  justification  for  listing  all 
of  the  warnings,  contraindications  and  potential  adverse  reactions,  known 
or  suspected.  Presenting  this  torrent  of  information  to  patients  would 
be  a serious  disservice.  I would  accordingly  recommend  that  careful 
study  be  given  to  the  desirability  of  including  only  the  most  serious 
side  effects,  or  the  most  frequent,  or  some  combination  of  these. 

Each  patient  package  insert  should  contain  the  following  information: 

1.  Identification  of  the  drug 

a.  Name,  strength  and  appearance  of  the  drug 

b.  General  indications  for  use 

c.  Expected  action 

2.  Instructions  for  proper  administration 

a.  Quantity  of  dose 

b.  Dosing  frequency  — exact  schedule  and  remedial  action 
for  missed  dose 

c.  Duration  of  therapy  and  refill  instructions 

d.  Special  precautions  — avoidance  of  certain  foods  or 
alcohol,  avoidance  of  other  drugs,  avoidance  of  specific 
activities  (e.g.,  driving  an  automobile) 

3.  Prevention  and  recognition  of  adverse  effects 

a.  Common  side  effects 

b.  Signs  and  symptoms  of  serious  side  ffects 

c.  Signs  and  symptoms  of  drug  - drug  interactions 

4.  Individual  contraindications  (e.g.,  allergies) 

5.  Storage  of  medication  including  shelf  life 
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Under  ideal  conditions  the  physician  would  be  the  logical  person  to 
instruct  the  patient  and  to  dispense  the  patient  package  insert.  In  most 
instances,  however,  this  is  impractical  due  to  time  constraints  and  the 
fact  that  patients  are  often  not  able  to  assimilate  all  the  necessary 
information  while  in  the  physician's  office.  However,  for  certain  patients 
and  with  certain  drugs,  the  physician  must  take  the  responsibility  and 
the  time  to  inform  the  patient  fully. 

The  pharmacist  is  in  a strategic  position  to  dispense  the  patient 
package  insert.  The  insert  can  be  attached  directly  to  the  medication, 
thereby  eliminating  possible  confusion  when  more  than  one  drug  is  pre- 
scribed. In  addition,  the  pharmacist  is  in  a position  to  provide  valuable 
verbal  reinforcement  of  information  at  a time  when  the  patient  is  likely 
to  be  more  relaxed.  . . 

I recognize,  of  course,  that  in  some  instances,  the  physician  may  be 
dealing  with  a patient  who  is  too  seriously  upset  or  under  emotional  stress 
to  read  about  any  possible  adverse  effects  of  the  drugs  to  be  taken. 

This  problem  can.be  dealt  with  if  the  physician  specifies  in  writing  on 
the  prescription  that  a particular  patient  should  not  be  given  the  package 
insert.  This  action  should  be  as  individualized  as  the  prescription  it- 
self and  should  not  be  in  the  form  of  a stamp  or  a preprinted  prescription. 

There  is  ample  evidence  that  appropriate  patient  package  inserts  for 
all  prescription  drugs  cannot  be  produced  quickly.  There  is  clearly  no 
one  interest  group  that  has  a monopoly  on  the  best  method  of  doing  the 
job.  Certainly  health  professionals,  consumers  and  especially  communica- 
tions experts  should  participate.  A vigorous  research  effort  must  accompany 
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the  development  and  application  of  the  package  inserts  so  that  improvements 
can  be  made  in  the  future.  This  should  not,  however,  delay  a vigorous 
effort  to  develop  patient  package  inserts  quickly  in  areas  of  high  priority 
in  the  near  future.  I would  suggest  beginning  with  drugs  that  have  a high 
potential  for  adverse  reactions  and  drugs  that  require  careful  adherence 
to  specific  regimens.  Digoxin,  digitalis  and  the  anticoagulants  would 
certainly  fall  into  this  category.  Drugs  in  wide  use  — antibiotics  and 
minor  tranquilizers  — should  be  on  any  list  of  priorities.  Drugs  used 
for  long  periods  with  relatively  little  physician  supervision,  such  as 
antihypertensive  drugs,  should  also  be  included. 

Public  Education 

Public  education  is  important.  Most  information  now  comes  from  the 
drug  industry  and  conveys  the  impression  that  there  is  an  effective  drug 
for  almost  every  known  symptom  or  disease.  Television  and  other  media 
could  be  used  to  effectively  inform  the  public  about  health  matters, 
including  the  rational  use  of  OTC  and  prescription  drugs.  Much  of  the 
information  the  public  receives  today  is  inaccurate. 

In  addition  to  proper  use  of  the  media,  education  about  drugs  should 
begin  in  schools  and  should  be  part  of  instruction  in  biology  and  in 
courses  more  specifically  designed  to  deal  with  health  and  self-care. 

Universities  and  Medical  Schools 

It  is  not  enough  to  improve  information  provided  to  patients,  prac- 
titioners and  the  public.  Medical  students  and  physicians  in  training 
must  have  a better  education  in  clinical  pharmacology  and  therapeutics. 
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Not  only  should  classroom  instruction  be  improved,  but  clinical  instruction 
in  hospitals  and  outpatient  clinics  should  devote  significantly  more  time 
to  proper  drug  use.  Research  in  medical  and  pharmacy  schools  must  also 
be  expanded,  particularly  in  pharmacology , toxicology,  clinical  pharma- 
cology, clinical  pharmacy  and  pharmaceutical  chemistry. 

Hospitals  and  Medical  Staffs 

Hospitals  and  their  medical  staffs  must  accept  more  institutional 
responsibility  for  the  medical  care  provided  and  the  training  conducted. 

In  the  United  States  the  hospital  provides  the  opportunity  for  greater 
emphasis  on  clinical  pharmacology  and  therapeutics  in  residency  training 
and  in  the  continuing  education  of  physicians.  More  of  this  training 
should  be  directly  related  to  the  practices  of  physicians  within  these 
institutions. 

In  many  hospitals  there  is  a pharmacy  and  therapeutics  committee, 
usually  composed  of  pharmacists  and  physicians,  that  seeks  to  rationalize 
drug  use.  In  some  instances  the  committee  offers  only  informal  sug- 
gestions to  individual  physicians;  in  some  cases  it  publishes  a drug 
bulletin;  while  in  some  hospitals  it  has  the  authority  to  approve  or 
disapprove  the  use  of  particular  drugs  in  the  hospital.  In  many  hospitals 
the  committee  decisions  are  reflected  in  a formulary  or  list  of  the  approved 
drugs  that  may  be  prescribed  and  that  will  be  stocked  in  the  hospital 
pharmacy.  Often  they  ban  costly  brand-name  products  which  may  be  dup- 
licative of  lower  cost  generic  drugs.  Formularies  are  in  widespread 
use,  particularly  in  teaching  hospitals. 
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of  Infectious  Diseases  before  the  drug  is  released  by  the  pharmacy.  A 
second  means,  often  overlooked,  is  the  use  of  the  pharmacist  to  serve  as 
a consultant  to  nurses,  patients  and  physicians.  The  pharmacist  can  play 
this  role  more  effectively  if  the  hospital  has  an  adequate  drug  information 
system  in  operation,  which  permits  immediate  identification  of  all  medications 
received  by  the  patient,  the  diagnosis  and  other  patient  characteristics 
that  might  influence  therapy. 

Summary  and' Conclusion 

A number  of  serious  problems  associated  with  the  increasing  use  of 
prescription  drugs  have  been  identified  and  discussed: 

- the  inappropriate  and  unjustified  use  of  specific  classes  of 
prescription  drugs; 

- the  improper  use  of  drugs  by  patients,  including  their  failure 
to  follow  prescribed  therapeutic  regimens;  and 

- adverse  drug  reactions. 

Although  there  are  no  easy  solutions  to  these  problems,  it  seems 
clear  that  improvements  in  medical  and  pharmacy  education  are  needed, 
including  improvements  in  the  continuing  education  of  practitioners;  im- 
proved sources  of  objective  information  about  prescription  drugs  are  re- 
quired for  physicians  and  pharmacists  (the  compendium);  and  improved 
sources  of  information  about  prescription  drugs  are  needed  by  patients. 

Act  of  197n  will 

the  probl ems . 


Provisions  in  the  Drug  Regulation  Reform 
contribute  materially  to  the  solution  of 
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Senator  Edward  Kennedy 
Chai rman 

Subcommittee  on  Health  and  Scientific  Research 
Committee  on  Human  Resources 
U.S.  Senate 

Russell  Senate  Office  Building 
Washington,  DC  20510 

Dear  Senator  Kennedy: 

In  response  to  the  Subcommittee's  request  at  the  May  17  hearing  on  the 
Drug  Regulation  Reform  Act  of  1979  (S  1075),  I have  again  reviewed  the 
provisions  relating  to  drug  exportation  (Section  802).  Under  Section 
802 (c)-(l)-(b)  (page  57,  line  21)  we  believe  that  the  labeling  should  not 
only  be  "stated  in  the  language  specified  by  the  foreign  purchaser  or  con- 
signee," but  that  the  labeling  and  labeling  statement  should  be  approved 
by  the  government  of  the  country  of  destination. 

With  respect  to  the  standards  for  denial  of  permit.  Section  802(e), 
both  Dr.  Silverman  and  I agree  with  subparagraph  (1)  that  a drug  may  be 
approved  for  export  if  it  appears  that  "the  drug  will  be  used  to  cure, 
treat,  mitigate,  or  prevent  a disease,  injury  or  other  condition  which 
does  not  occur  in  or  is  of  low  incidence  in  the  United  States."  Following 
this,  we  would  omit  "or"  (page  59,  line  2)  and  substitute  "and"  prior  to 
subparagraph  (2)  "the  benefits  associated  with  the  use  of  the  drug  in  the 
foreign  country  in  question  may  exceed  the  risks  associated  with  the  use  of 
the  drug  in  that  country."  In  our  opinion,  "or"  provides  a large  loophole 
for  the  export  of  drugs  unapproved  in  the  United  States;  its  replacement 
by  "and"  would  deal  adequately  with  the  problem. 

Attached  is  an  article  from  a Japanese  newspaper  regarding  the  drug 
Entero-Vioform,  which  I mentioned  in  my  testimony.  This  drug  is  currently 
approved  for  use  not  only  in  Indonesia  but  also  in  other  countries  in 
Europe  and  in  the  Third  World.  Several  other  drugs  such  as  dipyrone  and 
aminopyrine,  which  produce  a granulocytosis  and  have  long  been  off  the 
market  in  the  United  States,  remain  available  in  Europe.  Under  the  pro- 
visions of  the  legislation  as  currently  drafted,  they  could  be  manufactured 
in  the  United  States  and  exported  for  marketing  in  Europe.  We  do  not 
believe  that  this  would  be  sound  public  policy. 

I hope  to  send  you  additional  comments  regarding  other  issues  raised 
during  the  hearing,  including  our  analysis  of  Senator  Schweiker' s 
proposals. 

Sincerely , 

Philip  R.  Lee,  M.D. 

Professor  of  Social  Medicine 
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Senator  Kennedy.  We  have  a panel  now  consisting  of  Fred 
Wegner,  legislative  representative,  American  Association  of  Re- 
tired Persons;  and  Ms.  Marcia  Greenberger,  director  of  women’s 
rights,  center  for  law  and  social  policy. 

STATEMENT  OF  MARCIA  GREENBERGER,  DIRECTOR  OF 

WOMEN’S  RIGHTS  PROJECT,  CENTER  FOR  LAW  AND  SOCIAL 

POLICY;  AND  FRED  WEGNER,  LEGISLATIVE  REPRESENTA- 
TIVE, AMERICAN  ASSOCIATION  OF  RETIRED  PERSONS,  A 

PANEL 

Ms.  Greenberger.  Thank  you  very  much  for  your  invitation  to 
appear  here  today. 

We  are  very  concerned  with  efforts  to  reform  drug  regulation  in 
this  country,  and  I think  as  many  of  the  other  people  have  said 
this  morning,  there  are  clearly  some  important  improvements  on 
drug  regulation  reflected  in  this  bill. 

I would  also  like  to  submit  my  comments  for  the  record  and  not 
go  through  them  in  detail  here.  Rather,  I will  highlight  in  particu- 
lar some  of  the  provisions  I am  most  concerned  with  that  represent 
serious  retrenchment  in  protection  that  we  have  under  the  current 
law.  I hope  these  provisions  will  be  rethought  in  whatever  regula- 
tory reform  bill  is  finally  enacted  here. 

The  first  provision  which  I’m  especially  concerned  with,  is  that 
involving  patient  information  labeling.  I know  in  some  of  the  de- 
scriptions of  the  bill  it  has  been  emphasized  that  the  patient  label- 
ing provisions  are  intended  to  improve  the  information  to  the 
patient  currently  available  under  existing  law. 

I am  afraid  that  if  this  bill  were  enacted  into  law,  the  opposite 
would  be  the  effect.  What  happens  under  the  bill  as  it  is  now 
drafted  is  that  physicians  have  the  right  in  each  instance,  for  every 
prescription  drug,  to  order  the  patients  not  receive  the  label  on  the 
prescription  drug. 

That  is  not  the  case  under  present  law.  As  we  know,  in  the  area 
of  contraceptives  and  estrogens,  largely  due  I think  to  the  efforts  of 
this  subcommittee,  we  have  seen  a lot  of  the  dangers,  misuse  and 
abuse  resulting  from  prescribing  habits  of  physicians.  One  regula- 
tory response  of  FDA  has  been  to  require  patient  labeling  for  these 
drugs. 

Those  patient  labeling  requirements  do  not  contain  authority  for 
physicians  to  order  that  the  labeling  not  be  given  to  the  patient. 
For  each  of  those  drugs,  every  patient  receives  the  labeling. 

There  has  been  no  indication  of  any  horror  stories,  or  any  disas- 
trous consequences  of  these  regulations.  Rather,  I think  the  re- 
quirements have  has  been  terribly  important  in  protecting  pa- 
tients. And,  we  discussed  earlier  the  fact  that  certainly  in  the  case 
of  estrogens,  there  has  been  a marked  decrease  in  the  prescribing 
of  estrogens.  I would  think  in  part  that  has  to  be  due  to  the  patient 
labeling. 

It  would  be  very  troubling  if  physicians  were  allowed  to  direct 
that  patients  not  receive  labeling,  and  not  receive  the  warnings 
and  direction  on  proper  uses  of  estrogen  and  contraceptives  that 
patients  receive  today. 

Senator  Kennedy.  We  will  be  glad  to  work  with  you  in  terms  of 
trying  to  develop  a process  by  which  we  get  the  information  to  the 
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patient  and  also  meet  the  concerns  of  the  medical  profession  in 
terms  of  the  treatment  of  the  patient. 

I think  this  is  a balancing  factor.  I think  you  have  raised  a point 
which  is  extremely  valid.  It  is  one  which  we  are  familiar  with.  We 
would  like  to  work  with  you  and  see  if  we  cannot  find  some  way  of 
dealing  with  this. 

Ms.  Greenberger.  Thank  you. 

There  is  one  other  element  of  present  patient  labeling  provisions 
which  troubles  me  as  well.  That  involves  the  exemption  from  pa- 
tient labeling  requirements  for  drugs  dispensed  directly  by  practi- 
tioners. 

Again,  I think  that  provision  clearly  undermines  what  has  al- 
ready been  required  under  present  law.  Here  to  the  subcommittee 
played  a leading  role  in  publicizing  and  developing  the  risks  of 
IUD’s,  which  are  dispensed  directly  by  practitioners. 

Some  IUD’s  are  classified  as  drugs.  Under  the  present  law,  there 
is  a requirement  for  patient  labeling  for  all  women  who  receive 
IUD’s.  If  the  bill  as  drafted  now  were  to  go  into  effect,  IUD’s  would 
be  exempted  from  patient  labeling  provisions. 

Again,  that  would  be  a dramatic  decrease  in  the  kind  of  patient 
information  now  being  distributed  to  women  under  the  present 
law. 

So  that  is  a second  element  of  the  patient  labeling  provision 
which  I think  is  terribly  troubling. 

Senator  Kennedy.  I think  we  ought  to  be  able  to  work  something 
out  in  this  area  as  well.  The  concern  we  had  is  that  every  doctor’s 
office  would  otherwise  have  to  have  written  information  on  the 
whole  range  of  drugs,  and  whether  it  was  realistic  to  expect  that. 

Clearly  in  some  of  these  areas,  like  the  one  you  mentioned  here, 
it  may  be  possible  to  work  out  other  approaches.  They  may  not  be 
completely  satisfactory,  but  I think  we  can  make  some  progress. 

Ms.  Greenberger.  I would  be  more  than  happy  to  try  to  work  on 
that  effort. 

Senator  Kennedy.  Fine. 

Ms.  Greenberger.  I would  like  to  discuss  a second  troubling 
element  of  the  bill  as  well.  This  issue  was  certainly  aired  in  great 
detail  earlier.  It  concerns  the  lessening  of  criminal  penalties,  and 
in  fact,  repeal  of  a Supreme  Court  decision. 

I know  this  subcommittee  has  paid  a lot  of  attention  and  devoted 
a lot  of  time  to  the  issue,  and  I would  want  simply  now  to  restate 
and  reaffirm  my  view  that  all  of  the  civil  penalties  that  are  now 
added  in  this  bill  do  not  compensate  for  the  lessening  of  the  crimi- 
nal penalties. 

I do  not  think  there  has  been  an  adequate  substitute  for  the 
criminal  penalties.  Civil  penalties,  in  the  end,  turn  into  fines  that 
are  simply  passed  on  to  consumers.  It  simply  adds  to  the  cost  of  the 
drug,  and  does  not  serve  as  sufficient  incentive  on  the  part  of  the 
drug  manufacturers  to  assure  that  they  are  adequately  manufac- 
turing drugs. 

I will  not  belabor  the  point  now,  but  I do  want  to  emphasize  that 
it  is  a terribly  important  protection  that  should  not  be  removed  by 
this  bill. 

A third  issue  that  I wanted  to  talk  about  had  to  do  with  public 
participation.  Again,  I think  it  is  terribly  important  and  laudatory 
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that  this  bill  attempts  to  improve  and  facilitate  public  participation 
in  the  drug  approval  process,  and  drug  regulation  process,  in  gener- 
al. 

But  I do  have  two  basic  comments  on  the  approach  taken  by  the 
bill.  One  has  to  do  with  the  provision  for  compensation  of  expert 
witness  costs  and  attorney  fees. 

Again,  this  is  an  issue  that  was  discussed  in  the  last  Congress  on 
the  last  bill,  but  I certainly  want  to  underscore  the  importance  of 
compensation  for  that  kind  of  participation.  I think  we  have  in- 
creasing evidence  that  without  that  kind  of  compensation,  we 
simply  will  never  get  adequate  public  participation  on  a meaning- 
ful basis. 

But  the  bill  links  compensation  for  attorneys’  fees  to  a GS-13 
level,  and  that  is  something 

Senator  Kennedy.  We  have,  I think,  with  regard  to  attorneys’ 
fees — I personally  agree  with  you  completely  with  regard  to  the 
special  witnesses — worked  out  in  other  legislation  appropriate  lan- 
guage to  deal  with  that,  which  has  been  accepted  in  the  Senate, 
which  is  not  in  here. 

Ms.  Greenberger.  Thank  you. 

The  other  point  that  I did  want  to  make  with  respect  to  public 
participation  had  to  do  with  release  of  raw  data,  again  an  issue 
that  received  a lot  of  attention  and  discussion  previously. 

This  bill  does  not  provide  for  the  release  of  raw  data,  but  rather 
for  some,  a summary.  I want  to  underscore  again  that  summaries 
are  not  adequate  substitutes  for  raw  data  release.  Public  participa- 
tion will  consistently  be  stymied  and  less  effective  that  it  could  be 
unless  the  public  is  given  a chance  to  look  at  the  underlying  data 
that  supports  the  drug  application. 

I think  it  also  serves  as  an  important  incentive  on  the  part  of  the 
drug  manufacturers  to  be  careful  in  the  way  that  they  present  and 
report  the  drug  data.  It  is  an  important  reform  and  should  be 
included  in  this  bill. 

The  final  thing  I wanted  to  mention  concerns  postmarket  surveil- 
lance. I am  a member  of  the  Joint  Commission  on  Prescription 
Drug  Use,  and  certainly  felt  before  and  even  more  strongly  now 
that  postmarketing  surveillance  is  essential  for  all  of  the  reasons 
Dr.  Lee  outlined  so  eloquently  before  me. 

The  public  has  been  misserved  in  the  past  because  there  has  not 
been  an  organized  and  systematic  way  of  reviewing  the  effect  of 
drugs  once  they  are  marketed. 

I think  postmarket  surveillance  provisions  in  the  bill  are  very 
important.  I would  make  one  suggestion.  The  emphasis  of  the  bill 
is  on  new  drugs,  drugs  that  have  not  yet  been  approved  for  market- 
ing. There  is  a provision  for  postmarket  surveillance  requirements 
for  drugs  already  marketed. 

But  the  burden,  in  a sense,  has  shifted  in  that  instance.  We  have 
discussed  estrogen,  chloramphenicol,  other  drugs  for  which  post- 
market surveillance  would  be  very  important.  I think  the  Commis- 
sioner should  be  more  easily  able  to  require  postmarket  surveil- 
lance for  drugs  already  marketed,  and  therefore  I would  suggest 
the  same  postmarket  provisions  be  provided  for  drugs  already  mar- 
keted as  well  as  new  drugs.  The  Commissioner  should  not  be  re- 
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quired  to  hold  lengthy  hearings  before  that  kind  of  requirement 
can  be  placed. 

The  final  comment  I wanted  to  make  involved  advisory  commit- 
tees. It  really  is  in  response  to  Dr.  Kennedy’s  suggestion  that  it 
might  be  inappropriate  to  have  a broad  range  of  individuals  on 
advisory  committees  because  it  casts  them  in  the  role  of  advocates. 

Again,  I wanted  to  agree  with  what  Dr.  Lee  said.  There  is  a 
difference  between  being  an  ambassador  and  being  a person  with 
expertise  in  a certain  area.  There  is  not  any  requirement  that 
someone  with  a consumer  perspective  represent  consumer  interest 
per  se  in  the  narrow  legal  sense,  but  rather  that  that  person  come 
with  a perspective  and  with  a certain  expertise  which  is  important. 
As  was  commented  earlier,  this  expertise  is  as  valid  as  any  kind  of 
scientific  expertise  in  commenting  on  balancing  for  marketing  deci- 
sions. 

I want  to  thank  you  for  the  opportunity  to  present  these  com- 
ments. I think  Mr.  Wegner  will  be  commenting  on  some  other 
aspects  of  the  bill. 

Senator  Kennedy.  Fine. 

Mr.  Wegner.  Thank  you,  Mr.  Chairman  and  Senator  Schweiker. 

As  usual,  I want  to  associate  myself  with  everything  that  Ms. 
Greenberger  says  about  prescription  drugs. 

I too  detected  a side  of  Commissioner  Kennedy  that  I did  not 
know  existed  on  the  advisory  committee  question.  He  seemed  to  be 
indicating  that,  for  instance,  war  should  be  left  to  the  generals,  and 
drugs  should  be  left  to  the  professionals  and  the  providers. 

I think  consumer  participation  is  an  important  element  for  these 
advisory  committees.  I do  not  believe  we  are  in  the  majority  on  any 
committee,  but  we  do  provide  some  valuable  input. 

I would  agree  with  Commissioner  Kennedy  that  we  would  prefer 
to  see  a more  comprehensive  approach  to  reforming  drug  regula- 
tion in  this  country,  just  as  we  agree  with  you,  Senator,  that  there 
should  be  a more  comprehensive  approach  to  national  health  insur- 
ance in  this  country. 

We  do  commend  the  efforts  of  you  and  the  staff  on  S.  1075,  and 
on  balance,  support  this  proposal  with  the  changes  that  we  are 
urging  here. 

Our  greatest  disappointment  with  the  change  from  last  year’s 
more  comprehensive  S.  2755  to  this  year’s  bill  is  the  abandonment 
of  the  monograph  system.  We  believe  there  is  a need  for  a public 
standard,  as  Commissioner  Kennedy  said,  and  for  the  principle 
that  safety  and  efficacy  be  proven. 

We  supported  the  monograph  system  last  year,  and  still  do.  We 
hope  that  either  the  Food  and  Drug  Administration  will  continue 
to  move  toward  the  monograph  system  by  regulation,  or  that  this 
subcommittee  will  continue  to  work  on  legislative  proposals  that 
will  accomplish  this  result. 

The  adherence  of  like  drug  products  to  a single  drug  monograph, 
the  elimination  of  duplicative  animal  and  human  testing,  easier 
and  earlier  entry  into  the  marketplace  of  equivalent  drug  products, 
and  increased  price  competition  are  all  desirable  aspects  of  the 
monograph  or  similar  system. 

We  also  believe  that  FDA  or  this  subcommittee  should  undertake 
the  necessary  task  of  narrowly  defining  what  constitutes  trade 
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secrets  and  distinguishing  them  from  test  data  and  other  informa- 
tion which  ought  properly  to  be  disclosed.  There  are  overwhelming 
public  interest  reasons  for  the  fullest  disclosure  of  drug  data.  Those 
Senators  who  show  so  much  conern  about  drug  innovation  would 
aid  their  objective  by  supporting  data  disclosure  which  can  advance 
our  collective  scientific  knowledge  and  enable  scientists  to  move 
ahead  more  rapidly  without  so  much  wasteful  and  repetitive  re- 
search. 

A year  ago  we  opposed  exporting  drugs  which  are  unapproved  in 
this  country.  There  were  others  who  wanted  unlimited  export  of 
drugs  without  permits.  The  requirements  of  section  802  of  S.  1075 
for  exporting  unapproved  drugs  within  certain  conditions  are  a 
reasonable  compromise  between  opposing  viewpoints. 

This  section  can  be  further  strengthened  by  two  improvements. 
First,  we  recommend  eliminating  or  amending  the  double  standard 
that  requires  the  Secretary  to  hold  hearings  to  deny  an  export 
permit  but  not  to  approve  one.  Second,  we  recommend  adding  a 
provision  to  this  section  that  will  require  the  FDA  Commissioner, 
in  the  absence  of  an  effective  drug  agency  or  pharmacopeial  stand- 
ards in  the  country  of  destination,  to  provide  technical  assistance 
to  the  government  of  the  foreign  country  regarding  the  analysis  of 
drug  benefits  and  risks. 

This  is  one  of  the  powers  given  to  the  FDA  Commissioner  in  title 
III,  but  needs  to  be  made  explicit  in  the  case  of  exported  drugs. 

Among  the  provisions  of  S.  1075  we  fully  support  as  progressive 
and  beneficial  to  the  public  are: 

Adding  stability  and  bioavailability  to  pharmacopeial  standards; 

Granting  FDA  authority  to  determine  bioequivalence  of  drugs 
and  to  prepare,  revise  annually  and  distribute  a list  of  therapeuti- 
cally equivalent  and  nonequivalent  drugs; 

Authorizing  drug  education  programs; 

Authorizing  a Federal  drug  index; 

Requiring  manufacturer’s  and  distributor’s  names  and  places  of 
business  on  labeling;  and 

Eliminating  the  distinctions  between  grandfathered,  old,  and 
new  drugs. 

Some  of  the  provisions  of  S.  1075  that  we  like  but  feel  could  be 
improved  are: 

One,  prescription  drug  price  posting.  We  think  this  section  can 
be  strengthened  by  making  price  posting  mandatory  rather  than 
permissive.  Since  pharmacies  will  be  required  to  maintain  a book 
of  patient  information  labeling  on  the  100  most  frequently  sold 
prescription  drugs,  it  would  be  a simple  matter  to  add  the  require- 
ment that  this  book  also  contain  the  retail  prices  of  those  100  drugs 
for  each  manufacturer’s  product  stocked. 

Two,  limited  distribution.  This  section  properly  gives  the  Secre- 
tary the  authority  he  should  have  to  impose  distribution  and  dis- 
pensing requirements  on  a drug  in  accordance  with  certain  provi- 
sions. However,  we  see  no  reason  for  prohibiting  the  Secretary 
from  excluding  any  practitioner  whatsoever  as  he  seems  precluded 
from  doing  by  section  506(b)(l)(C)(ii)  on  page  45. 

Three,  under  new  section  504(g)(3)  on  page  17,  we  urge  that  the 
Secretary  be  required,  not  permitted,  to  review  and  approve  or 
disapprove  promotion  labeling  prior  to  its  dissemination. 
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With  the  increased  flow  of  objective,  scientific  drug  information 
to  practitioners,  resulting  from  various  provisions  of  S.  1075,  much 
less  need  of  manufacturer's  promotional  and  advertising  activities 
exists.  Expenditures  by  U.S.  drug  industry  on  domestic  promotion 
and  advertising  continue  to  exceed  the  industry’s  worldwidejsut- 
lays  for  research  and  development.  We  believe  this  is  wasteful, 
even  harmful.  If  Congress  does  not  prohibit  prescription  drug  ad- 
vertising— as  we  believe  it  should — then  it  should  narrowly  circum- 
scribe it. 

Finally,  we  must  register  again  as  we  did  last  year  our  total 
unalterable  and  vigorous  opposition  to  the  so-called  breakthrough 
drug  provisions. 

Statements  by  members  of  this  subcommittee  and  others  recog- 
nize the  fact  that  FDA  has  speeded  up  approval  of  priority  drugs 

The  well-drafted  provisions  of  S.  1075  are  likely  to  achieve  their 
objectives  of  reducing  uncertainty  in  the  investigational  stage  and 
the  excessive  rigidity  of  the  approval  phase.  To  these  advances  we 
can  also  add  the  statutory  authority  of  limited  distribution  and 
drugs  approved  with  conditions  attached. 

We  support  these  initiatives.  We  believe  they  will  assist  both  the 
providers  of  drugs  and  the  consumers  of  drugs. 

But  that  is  the  limit  we  will  go — and  we  believe  Congress  and 
the  FDA  should  go — in  reforming  the  drug  approval  process  at  this 
time. 

We  remind  you  of  the  long  legislative  history  that  was  required 
to  reach  our  current  standards  of  safety  and  effectiveness.  We 
remind  you  that  it  is  because  of  these  exemplary  standards,  man- 
dated by  Congress,  that  this  Nation’s  reputation  for  drug  quality  is 
unsurpassed  in  the  world. 

The  United  States  can  be  proud  that  its  drug  approval  and 
manufacturing  practices  are  models  to  which  many  other  countries 
aspire. 

If  our  standards  can  be  improved,  it  is  not  in  the  direction  of 
loosening  them,  but  of  tightening  them.  We  need  fewer,  more  effec- 
tive drugs;  not  more,  less  effective  drugs. 

Our  associations  are  joined  by  other  consumer,  labor  and  public 
interest  groups — by  many  in  the  management  of  FDA  as  well — in 
urging  you  not  to  lower  the  statutory  standard  for  effectiveness.  No 
matter  what  reasons  are  given  for  the  breakthrough  drug  provi- 
sion, no  matter  how  much  it  is  explained  and  interpreted,  the  plain 
truth  is  that  it  permits  some  drugs  to  enter  the  marketplace — in 
Secretary  Califano’s  own  words — “on  the  basis  of  evidence  that  is 
less  than  the  statutory  standard.” 

We  urge  you — we  implore  you — to  strike  new  subsection  (q)  of 
section  505  from  this  bill. 

Thank  you. 

Senator  Kennedy.  Thank  you  very  much.  Excellent  testimony  on 
the  legislation  from  both  of  our  witnesses. 

Mr.  Wegner,  what  are  the  principal  concerns  of  the  senior  citi- 
zens that  you  feel  are  addressed  by  this  legislation? 

Mr.  Wegner.  I think  there  has  been  a great  deal  of  misunder- 
standing lately,  which  arises  from  the  assumption  that  the  elderly 
are  extremely  concerned — perhaps  only  concerned — about  the 
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prices  of  drugs.  I think  in  our  efforts  in  generic  drug  substitution, 
et  cetera,  that  concept  has  come  across. 

But  I think  really  what  we  are  talking  about  is  that  we  want  to 
be  absolutely  sure  of  the  quality  of  drugs  first,  of  their  relative 
safety  and  effectiveness.  We  want  that  first. 

Then  given  equivalence  of  drug  products,  then  we  are  concerned 
about  price.  We  think  that  this  bill  does  many  things  to  help  the 
safety  and  effectiveness  of  drugs.  That  is  why  we  again  emphasize 
that  we  do  not  like  to  see  that  standard  of  effectiveness  lowered. 

Senator  Kennedy.  Seniors  use  a lot  more  drugs  than  the  rest  of 
the  population,  do  they  not? 

Mr.  Wegner.  One  of  every  four  prescriptions  in  this  country  are 
consumed  by  patients  over  the  age  of  65. 

Senator  Kennedy.  They  have  got  a special  interest,  I would 
think  in  the  area  appropriate  use,  the  dangers  of  overuse,  the 
dangers  of  adverse  drug  reaction,  and  a whole  range  of  other  issues 
that  are  reached  by  this  legislation? 

Mr.  Wegner.  That  is  right.  I think  there  is  a dual  need  to 
provide  more  drug  information  to  them  as  this  bill  does,  and  just  as 
important,  to  provide  more  drug  information  to  the  prescribers  of 
those  drugs,  so  that  we  can  make  prescribing  in  this  country  as 
rational  as  possible. 

Ms.  Greenberger.  I wanted  to  raise  a point  on  that  issue. 

Senator  Kennedy.  Just  a brief  point. 

Ms.  Greenberger.  That  has  to  do  with  the  fact  that  more  and 
more  drugs  are  not  tested  in  premarket  stages  on  women  of  child- 
bearing years.  They  have  never  really  been  tested  for  children  or 
the  elderly. 

Postmarket  surveillance  is  really  the  only  method  we  have  to 
find  out  how  they  actually  work  in  those  populations.  That  is 
another  reason  I think  it  is  especially  important  to  include  drugs 
already  marketed,  as  well  as  new  drugs  in  postmarket  surveillance. 

Senator  Kennedy.  Can  you  give  us  some  examples  of  that? 

Ms.  Greenberger.  I think  virtually  all  drugs  that  are  prescribed 
for  the  elderly,  as  a general  matter,  whether  they  are  antibiotic  or 
anything  else,  are  not  tested  on  them  first.  And  increasingly,  drugs 
of  general  applicability  are  not  tested  on  women  of  childbearing 
years,  or  children. 

Senator  Kennedy.  Let  me  just  ask  Ms.  Greenberger,  do  you 
support  giving  subpena  power  to  FDA? 

Ms.  Greenberger.  Certainly,  yes.  That  is  a critical  element  in 
FDA’s  being  able  to  properly  enforce  the  law. 

Senator  Kennedy.  Thank  you  very  much. 

Ms.  Greenberger.  Thank  you. 

Mr.  Wegner.  Thank  you. 

[The  prepared  statement  of  Ms.  Greenberger  follows:] 
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TESTIMONY  OF  MARCIA  D.  GREENBERGER 
BEFORE  THE 

SUBCOMMITTEE  ON  HEALTH  AND  SCIENTIFIC  RESEARCH 
SENATE  COMMITTEE  ON  LABOR  AND  HUMAN  RESOURCES 

ON  THE 

DRUG  REGULATION  REFORM  ACT  OF  1979,  S.  1075 

I appreciate  your  invitation  to  appear  today  to  present  my 
views  on  the  Drug  Regulation  Reform  Act  of  1979.  I am  an  attorney 
with  the  Center  for  Law  and  Social  Policy,  a public  interest  law 
firm  founded  in  1969.  The  Center  has  been  concerned  with  a broad 
range  of  issues  directly  addressed  by  this  bill  such  as  consumer 
protection,  civil  liberties,  women's  rights,  international  law  and 
health  care,  including  the  regulation  of  drugs  by  the  Food  and 
Drug  Administration  ("FDA"). 

In  addition,  I am  a member  of  the  Joint  Commission  of 
Prescription  Drug  Use,  a private  group  concerned  with  the  develop- 
ment of  a system  to  monitor  drugs  marketed  in  this  country.  I 
chair  the  Commission's  Subcommittee  on  Social  Policy  Concerns. 
However,  my  testimony  today  reflects  my  own  judgments  and  opinions. 
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Although  there  are  some  useful  improvements  which  this  bill 
provides  over  current  law,  I believe  it  represents  a lessening 
of  public  protection  in  key.  areas.  I,  therefore,  find  the  bill 
troubling  in  several  regards. 

I would  like  to  discuss  first  the  provisions  of  the  bill  as  it- 
is  now  drafted  and  then  turn  to  needed  protections  which  do  not 
appear  in  the  current  bill. 

Reduction  of  Patient  Information  Labeling  Availability  (Section  504) 
This  section  is  a most  bitter  disappointment.  If  this  provi- 
sion were  enacted  into  law,'  it  could  in  fact  cause  less  information 
to  go  to  the  public  than  would  be  available  under  current  law. 

In  light  of  statements  that  this  bill  is  intended  to  increase 
public  information  on  drugs,  this  section  is  a cruel  irony. 

The  section  is  weaker  than  present  law  in  two  key  ways.  First, 

the  bill  allows  practitioners  to  direct  that  patients  not  receive 
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the  labeling  in  the  case  of  any  prescription  drug.  Under  present 

law,  FDA  has  required  patient  information  be  given  to  all  patients 

in  the  case  of  contraceptives  and  estrogens.  Physicians  have  not 

been  given  the  option  of  directing  the  information  to  be  withheld. 

This  blanket  requirement  has  been  upheld  by  a federal  judge,  as  a 

17  The  1978  Drug  Regulation  Reform  Act  included  a provision 
that  allowed  the  Secretary  to  direct  that  physicians  not  be  given 
such  discretion  under  certain  circumstances-.  No  such  provision 
exists  in  the  new  bill. 
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preliminary  matter,  after  attack  by  the  Pharmaceutical  Manufacturers 
Association,  American  College  of  Obstetrics  and  Gynecology,  among  others 
To  now  allow  physicians  to  direct  that  women  not  be  given 
warnings  on  the  pill,  on  IUD's,  on  DES,  on  estrogens,  that  they 
now  are  receiving  and  sorely  need,  is  to  sanction  a return  to 
abuses  in  prescribing  that  this  Subcommittee  played  such  a key 
role  in  uncovering. 

The  second  major  aspect  of  the  provision  which  weakens  the 
existing  law  is  the  provision  that  practitioners  need  not  dispense 

the  patient  information  when  administering  the  drug  to  the  patient 

? f 

directly.  This  provision  would  simply  do  away  with  the  present 

patient  labeling  requirements  for  IUD's,  for  example.  Women  now 
receive  labels  with  important  information  on  the  use  of  IUD's, 
which  are  provided  directly  by  the  practitioner.  If  this 
provision  became  law,  that  information  need  no  longer  be  provided. 

In  short,  the  patient  labeling  provisions  of  this  bill  are 
a retrenchment  from  the  present  law's  protections  in  this  area, 
and  take  away  from  consumers  the  promise  of  more  information  on 
drugs  which  FDA  could  provide  under  its  present  authority. 

I urge  that  you  reconsider  and  revise  this  section  of  the 

bill. 
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Lessening  of  Criminal  Penalties  (Section  105) 

Section  105  of  the  bill  provides  criminal  penalties  applicable 
to  persons  who  violate  a series  of  requirements  set  forth  in  the 
Act.  Under  the  present  Food,  Drug  and  Cosmetic  Act,  a far  more 
strict  standard  exists  that  has  served  an  extremely  useful 
function  in  curbing  potential  abuses  in  the  manufacture  and  dis- 
tribution of  drugs.  To  loosen  this  standard,  as  does  the  present 
bill,  can  only  loosen  the  protections  afforded  consumers  and 
encourage  more  lax  manufacturing  standards  that  could  lead  to 
serious  injury  to  the  public. 

t > • 

Under  the  present  law,  corporate  executives  who  have  the 
responsibility  to  prevent  or  correct  improper  manufacture  or 
distribution  of  drugs  may  be  subject  to  criminal  penalties  if 
they  fail  to  do  so.  The  constitutionality  of  that  criminal 
stand  was  recently  upheld  by  the  Supreme  Court  in  U.S.  v.  Park, 

421  U.S . 658,  672  (1975) . 

As  Chief  Justice  Burger  explained: 

The  requirements  of  foresight  and  vigilence 
imposed  on  reasonable  corporate  agents  are 
beyond  question  demanding,  and  perhaps 
onerous,  but  they  are  not  more  stringent 
than  the  public  has  a right  to  expect  of 
those  who  voluntarily  assume  positions  of 
authority  in  business  enterprises  whose 
services  and  products  affect  the  health 
and  well-being  of  the  public  that  supports 
them.  The  Ac-t  imposes  not  only  a positive 
duty  to  seek  out  and  remedy  violations  when 
they  occur  but  also,  and  primarily,  a duty 
to  implement  measures  which  will  insure  that 
violations  will  not  occur. 
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In  place  of  this  rule,  Section  105  of  the  bill  would  impose 
criminal  liability  only  when  the  government  could  prove  that  the 
violation  was  caused  by  negligent  behavior,  and  sets  out  a 
definition  of  negligence  which  make  the  imposition  of  criminal 
penalties  more  difficult.  This  change  in  existing  law  is  both 
unnecessary  and  unwise. 

First,  it  is  certainly  not  proposed  in  response  to  any  abuse 
that  could  be  cited.  There  is  no  indication  that  the  Park  stand- 
ard has  been  used  to  harass  drug  manufacturers  and  distributors 
or  to  work  an  injustice  to  any  individual.  Quite  to  the  contrary, 
the  government  to  date  seems  to  have  been  loathe  to  use  the  pro- 
vision at  all,  and  never  in  a situation  where  negligence  did  not 
exist. 

But  regardless  of  how  FDA  has  utilized  the  law  to  date,  its 

very  existence  has  served  a critical  function.  The  Park  standard 

encourages  responsible  individuals  in  the  drug  industry  to  make 

every  effort  to  exercise  care  to  ensure  that  their  companies 

2/ 

comply  with  the  safeguards  the  law  provides.  The  strict 


The  imposition  of  criminal  penalties  on  an  individual  who  has 
the  responsibility  to  prevent  or  correct  a violation  is  neither 
unfair  nor  novel.  In  so-called  public  welfare  legislation,  law- 
makers often  provide  that  a person  who  violates  the  substantive 
provisions  of  the  law  is  guilty  of  a crime.  See  e.g.,  21  U.S.C. 

1081,  1082  (prohibits  foreign  vessels  from  fishing  within  territorial 
waters);  15  U.S.C.  § 80a  - 17(e),  (prohibits  employee  of  investment 
company  from  accepting  oompensation  other  than  a regular  salary  for 
the  purchase  or  sale  of  property  to  or  for  the  company);  26  U.S.C. 

§ 5861(d)  (prohibits  possession  of  an  unregistered  firearm) . In 
this  statute,  the  individual's  intent  or  the  reasonableness  of 
his  behavior  is  irrelevant.  The  fact  that  he  did  the  prohibited 
act  is  enough  to  warrant  criminal  penalties.  Here,  the  purpose  of 
imposing  criminal  liability  is  not  so  much  to  punish  an  evil  act, 
but,  in  the  interest  of  the  public  welfare,  to  encourage  a degree 
of  diligence  which  will  prevent  future  violations. 
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liability  standard  recognizes  that  consumers,  though  they  may 
be  gravely  injured  by  unsafe  drugs,  are  powerless  to  protect 
against  them.  Thus,  the  burden  is  placed  on  those  who  are 
responsible  for  the  manufacture  and  distribution  of  safe  drugs  and 
whose  failure  to  exercise  that  responsibility  effectively  has 
resulted  in  the  violation.  Moreover,  there  is  nothing  unfair  in 
the  imposition  of  criminal  liability 'on  this  basis.  Indeed,  it 
is  unfair  to  deprive  the  public  of  the  increased  protection  which 
is  afforded  by  the  Park  doctrine. 

Further,  the  deterrent,  value  of  the  existing  law  cannot,  be 
understated.  The  possibility  of  criminal  penalties  focuses  the 
corporate  executive's  attention  on  the  requirements  of  the  law 
and  increases  adherence  to  it  in  a way  that  no  civil  penalty  can. 
Imposition  of  a civil  fine  can  be  simply  passed  on  to  the  consumer 
as  a cost  of  doing  business.  It  provides  little  or  no  incentive 
to  top  level  executives  to  prevent  future  violation.  In  contrast, 
a criminal  fine  must  be  paid  by  the  executives  themselves.  In  fact, 
the  sorry  result  of  this  bill  is  that  consumers,  the  ones  who  bear 
the  injury,  also  bear  the  cost  of  the  fines  imposed  for  faulty 
manufacture  or  distribution  of  drugs. 

Since  neither  individual  consumers  nor  the  government  can 
adequately  monitor  the  activities  of  drug  manufacturers  and 
distributors,  and  given  the  potential  harm  involved,  it  is 
imperative  that  their  behavior  comport  with  the  highest  degree  of 
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i:-.  Because  of  the  Park  doctrine,  drug  manufacturers  and  distri- 
: itors  are  prompted  to  take  every  possible  step  to  prevent  harm 
•o  the  public.  Dilution  of  this  standard  could  well  result  in  a 
dilution  of  their  efforts  to  comply  with  the  law  and,  in  turn, 
a serious  curtailment  in  available  public  safety  protections. 

Public  Participation  (Sections  710  and  119) 

The  provision  of  compensation  for  costs  of  participating  in 

FDA  proceedings  under  narrowly  defined  circumstances  is  an 

important  advance  in  this  bill.  However,  the  rate  of  compensation 

for  attorneys'  fees  is  limited  to  75%  of  the  rate  in  effect *for  a 

GS-13.  If  one  computes  that  rate  on  present  schedules,  the  maximum 

3/ 

is  approximately  $12.87  an  hour.  In  no  other  context  that  I am 
aware  has  such  a figure  ever  been  suggested  as  fair  compensation. 

It  will  obviously  present  little  help  to  consumer  groups  who 
cannot  afford  representation  of  their  interests,  and  therefore 
the  provision  is  of  little  practical  importance  as  presently 
drafted . 

Similarly,  assistance  to  the  public  in  meaningful  participa- 
tion in  agency  proceedings  by  access  to  underlying  data  is  illusory. 
Section  119  requires  only  that  a summary  of  the  data  be  prepared 
for  review  by  the  public.  This  provision  is  a far  cry  from  the 
1978  bill's  requirement  that  raw  data  be  made  public.  Clearly 
experience  has  shown  that  if  FDA  input  is  limited  to  that  provided 


37  GS-13  last  step  salary  is  $35,688.  If  one  assumes  a 40  hour 

work  week,  the  hourly  rate  is  $17.16.  Seventy-five  percent  of 
$17.16  is  $12.87. 
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by  the  drug  company,  its  decisions  may  well  be  skewed.  With 
issues  involved  which  have  such  direct  impact  on  the  public 
health,  the  country  can  ill-afford  continuing  the  closed 
process  whereby  FDA  hears  only  from  one  side. 

Further,  the  possibility  of  public  scrutiny  of  raw  data 
provides  an  important  incentive  to  drug  companies  to  assure  that 
their  testing  is  done  honestly  and  in  accord  with  acceptable 
standards.  The  all  too  many  examples  of  dishonest  drug  testing 
procedures  underscore  the  need  for  allowing  public  review  of  raw 
data . 

Breakthrough  Drug  Provision  (Section  127) 

In  one  of  the  most  distrubing  provisions  of  the  bill,  section 
127  establishes-  a procedure  whereby  drugs  may  be  approved  for 
marketing  without  adequate  and  well-controlled  studies  showing 
either  that  the  drug  is  effective  or  what  its  risks  may  be.  The 
ostensible  purpose  of  this  section  is  to  allow  "breakthrough" 
drugs  to  be  marketed  more  quickly.  That  there  is  a need  for  such 
a provision  to  allow  new  drugs  offering  dramatic  advances  to  be 
used  by  patients  in  need  of  them  is  far  from  clear.  That  such  a 
provision  could  lead  to  enormous  abuse  and  the  undercutting  of 
the  whole  regulatory  process  is  all  too  possible. 

Although  the  provision  is  limited  to  treatments  for  "life- 
threatening"  or  "severely  dibilitating  or  disabling"  conditions, 
in  fact  we  have  seen  drug  manufacturers  and  physicians  make  claims 
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that  such  normal  conditions  as  menopause  could  be  life-threatening. 
As  this  Subcommi ttee  knows,  it  is  upon  such  claims  that  millions 
of  prescriptions  for  estrogens  have  been  prescribed  for  women 
going  through  menopause  despite  the  fact  that  estrogens  have 
been  shown  to  be  linked  to  cancer.  In  short,  the  seemingly 
limited  application  of  this  provision  may  in  fact  turn  out  to 
be  so  broad  as  to  apply  to  many  new  drugs  which  manufacturers 
seek  to  market. 

Similarly,  the  limitation  requiring  the  drug  to  significantly 
reduce  risks  or  provide  significantly  greater  effectiveness  also 
provides  little  real  protection.  Since  the  new  drug  will  be 
judged  without  well-controlled  studies,  it  may  well  appear  at 
first  blush  that  it  represents  an  advance  over  a drug  that  has 
been  thoroughly  tested,  with  many  of  its  limitations  known  as  a 
result  of  the  tests.  Similar  testing  of  the  new  drug  might  identify 
additional  risks  that  would  make  it  appear  far  less  attractive. 

Further,  this  provision  virtually  invites  drug  companies 
to  avoid  testing  in  this  country,  where  they  would  be  required 
to  conduct  adequate  and  well-controlled  studies,  in  favor  of 
marketing  the  drug  abroad  first.  The  company  could  then  collect 
anecdotal  information  about  the  effectiveness  of  the  drug,  make 
grand  claims  about  its  value  to  FDA,  and  secure  provisional 
approval,  thereby  allowing  the  company  to  advertise,  promote  and 
sell  the  drug  here. 
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Again,  it  is  unclear  why  such  a provision  is  needed  at  all. 
Untested  drugs  belong  in  the  investigational  drug  category. 

Even  relatively  large  numbers  of  patients  can  and  do  receive 
investigational  drugs.  Widespread  promotion  and  use  which  attends 
drug  approval  should  appropriately  await  fuller  testing  of  the 
drug. 

Export  Provisions  (Section  802) 

Unlike  the  present  law,  under  this  bill  drugs  not  approved 
for  use  in  this  country  may  be  exported  upon  receipt  of  a 
permit  from  FDA.  In  effect,'  the  burden  is  placed  upon  FDA  to 
hold  formal  hearings  within  60  days  to  deny  a permit.  Otherwise, 
a permit  is  deemed  granted. 

Given  the  general  press  of  issues  which  FDA  must  address,  and 
the  short  timeframes  coupled  with  a formal  proceeding  necessitated 
if  a permit  is  to  be  denied,  it  can  be  expected  that  FDA  will 
rarely  attempt  to  deny  a permit. 

This  provision,  therefore,  does  not  provide  enough  protection 
to  assure  that  inferior  drugs  not  be  "dumped"  abroad.  Certainly, 
a good  case  can  be  made  to  allow  drugs  not  marketed  here  to  be 
marketed  abroad  because  of  different  needs  and  conditions. 

However,  the  bill  as  drafted  goes  much  further,  and  virtually 
establishes  a presumption  that  permits  for  export  will  be 
granted,  regardless  of  whether  different  circumstances  exist  or 
not,  let  alone  whether  they  are  sufficient  to  justify  the  export 
of  the  drug. 
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I have  emphasized  my  concern  with  some  of  the  provisions  of 
* :.  ■ bill  which  I believe  are  serious  retrenchments  on  needed 
protections.  The  bill  certainly  does  provide  some  important 
advances,  however,  which  should  be  reviewed. 

Limited  Distribution  (Section  506) 

One  of  the  most  important  advances  of  this  bill  is  its 
recognition  that  in  certain  circumstances,  drugs  have  sufficient 
risks  to  warrant  limitations  on  the  drug's  use  or  distribution. 

The  ability  to  restrict  certain  highly  dangerous  drugs  to  use  in 
hospitals  or  by  particular  experts ' is t essential  if  the  risks  of 
such  drugs  are  to  be  limited.  It  is  naive  and  dangerous  to 
think  that  every  physician,  in  every  setting,  is  adequately  trained 
and  equipped  to  use  drugs  which  may  provide  important  benefits  but 
are  also  highly  toxic. 

Similarly,  the  bill's  recognition  that  the  Secretary  may 
also  require  informed  consent  by  a patient  before  administration 
of  a drug  is  very  important.  Although  such  authority  is 
available  under  the  present  law,  it  is  useful  to  have  it  provided 
expressly  in  order  to  encourage  FDA  to  consider  its  use.  This 
Subcommittee  has  been  instrumental  over  the  years  in  exposing 
numerous  instances  where  dangerous  drugs  were  administered  to 
patients  without  their  informed  consent.  Moreover,  the  patients 
testified  that  they  would  not  have  taken  the  drug  had  they  been 
apprised  of  its  risks.  A requirement  of  informed  consent 
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imposed  by  FDA  is  one  critical  tool  in  limiting  the  future 
occurrences  of  such  abuses,  where  risks  of  a drug  are  potentially 
great  and  can  only  be  justified  upon  firm  evidence  that  the  patient 
was  fully  informed  before  taking  the  drug. 

Post-Market  Surveillance  of  Drugs  (Section  506) 

At  the  present  time,  once  a drug  is  approved  for  marketing, 

as  a general  matter,  information  is  gleaned  in  a haphazard  manner 

about  how  it  is  actually  used,  and  whether  its  benefits  and 

risks  are  actually  those  anticipated  when  it  was  first  approved. 

Such  a gap  in  knowledge  about  drugs  makes  little  sense,  especially 

given  the  small  populations . upon  wliich  the  drug  is  tested  before 
4/ 

approval . 

Under  section  198(g),  drugs  will  generally  be  surveyed  for 
5 years  after  initial  marketing,  unless  renewed  for  longer  periods. 
Such  a requirement  makes  simple  good  sense.  However,  a similar 
need  exists  for  already  marketed  drugs.  If  FDA  determines  a need 
for  post-market  surveillance  of  those  drugs  as  well,  a hearing 
should  not  be  mandated  before  a surveillance  can  be  required. 

Moreover,  it  is  important  to  underscore  that  tests  which  could 
and  should  be  done  prior  to  marketing  not  be  postponed  until 
after  approval  of  the  drug.  As  a general  matter,  only  rare  or 
long-term  side  effects  must  be  studied  after  marketing.  Other 
questions  should  properly  be  answered  before  approval  of  a drug  is 
given.  To  do  otherwise  would  needlessly  subject  large  numbers  of 
people  to  risks,  with  great  uncertainty  once  a drug  is  approved  of 
how  quickly  it  will  be  removed  from  the  market. 

£/  For  example,  in  most  cases,  drugs  are  not  tested  on  children, 
the  elderly,  or  even  women  of  child-bearing  years. 
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National  Center  for  Drug  Science  (Title  XVIII) 

The  National  Center  for  Drug  Science  appears  to  have  great 
potential  to  remedy  the  source  of  many  problems  with  the  current 
drug  development  process  — that  drug  manufacturers,  who  are 
appropriately  motivated  by  the  profit  incentive  --  have  the 
major  responsibility  for  developing  and  testing  drugs.  A 
national  Center,  which  can  conduct  drug  testing  on  new  or 
existing  products  can  fill  gaps  left  by  drug  companies  --  e . g. , 
where  a drug  is  needed  but  is  not  profitable  enough  for  a drug 
company  to  develop.  Similarly,  it  could  provide  an  important 
overview  on  the  use  of  drugs  in  this  country. 


Conclusion 


Again,  I would  like  to  thank  you  for  inviting  me  to  testify 

today . 

Senator  Kennedy.  Our  final  witness  is  Ms.  Mary  Munson  Rung©, 
president,  American  Pharmaceutical  Association. 

We  welcome  you  here. 

STATEMENT  OF  MARY  MUNSON  RUNGE,  PRESIDENT,  AMERI- 
CAN PHARMACEUTICAL  ASSOCIATION;  ACCOMPANIED  BY  DR. 

EDWARD  G.  FELDMANN,  ASSOCIATE  EXECUTIVE  DIRECTOR, 

AMERICAN  PHARMACEUTICAL  ASSOCIATION 

Ms.  Runge.  Thank  you,  Mr.  Chairman  and  Senator  Schweiker. 

I am  Mary  Munson  Runge,  president  of  the  American  Pharma- 
ceutical Association,  the  national  professional  society  of  pharma- 
cists. We  welcome  your  invitation  to  testify  on  S.  1075,  the  Drug 
Regulation  Reform  Act  of  1979. 

Accompanying  me  is  Dr.  Edward  G.  Feldmann,  American  Phar- 
maceutical Association,  associate  executive  director. 

Because  of  the  time  constraints,  our  comments  will  be  limited 
today  to  those  specific  provisions  of  the  bill  of  greatest  impact  on 
pharmacy.  Due  to  the  critical  importance  of  this  bill,  however,  we 
request  that  the  record  be  held  open  for  30  days  to  allow  the 
American  Pharmaceutical  Association  to  submit  supplemental 
written  comments. 

We  are  also  requesting  that  our  entire  statement  be  entered  into 
the  record. 

Senator  Schweiker.  We  will  put  it  in  the  record  without  objec- 
tion. 

Ms.  Runge.  We  find  that  in  this  comprehensive  piece  of  legisla- 
tion there  are  many  provisions  which  we  can  heartily  endorse,  and 
they  are  cited  in  my  written  testimony. 

This  bill  addresses  itself  to  the  problem  of  health  professionals 
not  being  able  to  obtain  adequate  information  about  approved  drug 
products.  This  is  a very  real  problem  indeed.  If  pharmacists  are  to 
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fulfill  their  professional  role  as  drug  experts  and  advisers,  they 
must  have  available  comprehensive  data  about  drug  products.  This 
bill  seeks  to  help  assure  that  such  data  is  available  by  opening  up 
the  new  drug  application  approval  process  for  public  participation. 

Specifically,  section  120 — page  27 — of  the  bill  makes  available  for 
public  inspection  the  following  data  from  the  new  drug  application 
form:  the  articles  used  as  components  of  the  drug;  a full  statement 
of  the  composition  of  such  drug;  and  specimens  of  the  proposed 
drug  labeling.  Also  to  be  made  available  would  be 

* * * a summary  of  the  data,  scientific  methodology  and  other  information  de- 
rived from  all  investigations  that  have  been  conducted  to  assess  the  risks  of  the 
drug  and  evaluate  its  effectiveness  and  which  describes  the  basis  of  the  conclusion 
of  the  applicant  that  the  drug  is  safe  and  effective.  * * * 

The  data  enumerated  in  section  120  would  meet  the  basic  infor- 
mational needs  of  pharmacists  provided  that  the  language  in  sec- 
tion 119 — page  27 — relating  to  effectiveness  and  safety  conclusions 
is  interpreted  to  include  not  only  pharmacology  and  toxicology  of 
the  drug  entity  but  also  bioavailability  data,  stability  characteris- 
tics, and  formulation  properties  of  the  drug  product. 

If  this  section  is  so  interpreted,  this  would  be  most  beneficial  to 
pharmacy  practitioners,  so  that  they  will  be  best  prepared  to  coun- 
sel practitioners  and  their  patients  with  pertinent  drug  informa- 
tion. At  the  same  time,  it  would  accomplish  this  informational 
need  without  impinging  on  legitimate  trade  secrets. 

The  American  Pharmaceutical  Association  also  strongly  favors 
making  drug  information  available  to  patients.  But  it  must  be  kept 
in  mind  that  patient  information  has  two  distinctly  separate  pur- 
poses. One  of  the  goals  of  patient  information  is  revealing  any 
potential  hazard;  the  other  goal  is  to  assure  better  patient  compli- 
ance with  the  prescribed  drug  therapy. 

These  two  objectives  are  mutually  exclusive,  and  may  be  contra- 
dictory. In  providing  patient  drug  information,  it  is  necessary  for 
the  pharmacist  to  keep  each  of  these  goals  in  mind  and  to  exercise 
professional  judgment,  so  that  optimum  patient  care  can  be 
achieved. 

As  we  have  recommended  in  the  past,  serious  research  followed 
by  demonstration  projects  needs  to  be  conducted  to  determine 
whether  patient  package  inserts  can  be  designed  to  concurrently 
achieve  the  desired  goals  of  better  patient  communication  and 
enhanced  compliance  with  needed  drug  therapies.  We  are  not  con- 
vinced that  this  has  yet  been  done  in  an  adequate  and  scientific 
way. 

Before  a comprehensive  system  of  patient  package  inserts  is 
mandated — section  117,  page  8 — research  should  assess  and  deter- 
mine their  impact.  If  patients  routinely  ignore  or  discard  such 
information,  or  if  it  results  in  unjustified  fears  and  noncompliance 
with  needed  drug  therapies,  or  if  the  availability  of  PPI’s  deters 
rather  than  enhances  prescriber  and  pharmacist  drug  consultations 
with  the  patient,  then  the  health  care  benefits,  as  well  as  the 
increased  costs,  from  producing  and  distributing  PPI’s  would  not  be 
justified. 

Even  if  it  is  found  that  patient  package  inserts  are  best  suited 
for  fulfilling  the  informational  needs  of  the  patient,  the  American 
Pharmaceutical  Association  feels  strongly  that  any  legislative  or 
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regulatory  actions  mandating  communication  of  drug-related  infor- 
mation to  patients  should  provide  both  the  prescriber  and  the 
pharmacist  with  the  discretion  to  make  professional  judgments 
regarding  the  content  and  manner  of  communication. 

Under  this  bill— section  117,  pages  8-10 — only  prescribers  would 
have  the  professional  discretion  to  determine  that  a PPI  should  not 
be  distributed.  Pharmacists  should  be  granted  this  same  right  to 
use  their  professional  discretion:  (a)  By  their  training  and  experi- 
ence pharmacists  can  and  do  provide  patients  with  meaningful 
drug  information;  (b)  Since  they  normally  have  the  final  contact 
with  the  patient  before  drug  therapy  is  begun,  pharmacists  are  in  a 
unique  position  to  evaluate  the  type  of  drug  information  most 
beneficial  to  the  patient;  and  (c)  If  the  patient  receives  the  insert 
from  the  pharmacist,  then  the  pharmacist  will  most  likely  be  the 
person  with  whom  the  patient  will  discuss  the  contents  of  the  PPI. 

Finally,  permitting  the  pharmacist  this  discretion  would  be  con- 
sistent with  other  important  provisions  of  this  bill  which  seek  to 
enhance  the  pharmacist’s  clinical  role. 

Another  provision  of  the  bill — section  117,  page  11 — authorizes 
mandating  the  posting  of  prescription  drug  prices,  even  though  it  is 
widely  recognized  that  this  is  a very  ineffective  method  of  commu- 
nicating price  information  and  even  though  it  has  been  found  that 
consumers  generally  disregard  this  information. 

The  American  Pharmaceutical  Association  fully  supports  the 
public’s  need  for,  and  right  to,  cost  information.  We  encourage 
pharmacists  to  freely  communicate  this  information  to  their  pa- 
tients. What  concerns  us  is  a provision  that  this  information  must 
be  communicated  specifically  through  the  posting  of  prices.  This 
mechanism  would  result  in  an  excessive  administrative  burden  to 
pharmacies.  Also,  rather  than  holding  down  costs,  it  would  result 
in  their  increase,  because  of  the  administrative  cost  in  complying 
with  the  provision. 

The  posting  of  prescription  drug  prices  is  not  an  untried  concept. 
Some  States — including  my  home  State  of  California — have  experi- 
mented with  this  approach  through  State  laws  mandating  price 
posting.  We  have  found  that  compliance  with  the  letter  of  the  law 
almost  makes  it  necessary  to  hire  a full-time  sign  painter. 

During  the  past  year  alone,  the  prices  which  pharmacists  have 
had  to  pay  for  drug  products  have  changed  almost  weekly.  Pharma- 
cists do  not  know  from  day-to-day  what  they  will  have  to  pay  for 
drug  products. 

Where  price  ppsting  is  required,  pharmacists  must  review  and 
revise  their  signs  on  a daily  basis  to  be  in  compliance.  This  has 
required  valuable  time,  which  could  be  better  spent  in  providing 
health  care,  and  has  contributed  to  a feeling  of  administration 
frustration. 

But  beyond  this,  I myself  have  noted  that  patients  rarely  appear 
to  use  this  information.  Instead,  patients  are  more  apt  to  obtain 
price  information  by  asking  their  pharmacist  how  much  it  will  cost 
to  have  their  prescription  dispensed  for  the  specific  drug  product, 
in  the  specific  dosage  form,  the  specific  strength,  and  the  specific 
quantity  prescribed  for  them  by  their  physician  or  dentist. 

Last  year,  in  testimony  before  this  committee,  APhA  expressed 
in  detail  its  concern  regarding  the  section  of  the  Drug  Regulation 
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Reform  Act  which  would  have  granted  the  Secretary  the  power  to 
restrict  the  distribution  and  dispensing  of  drug  products.  We  con- 
tinue to  have  serious  reservations  about  the  express  language  of 
section  128 — pages  42-45 — in  the  present  bill.  Last  year,  in  re- 
sponse to  the  committee’s  request,  the  American  Pharmaceutical 
Association  provided  proposed  language  which  we  felt  would 
achieve  the  desired  results  while  avoiding  the  kinds  of  problems 
that  concern  us.  We  encourage  this  committee  to  give  serious  con- 
sideration to  that  proposed  language. 

Restricting  distribution  of  a drug,  and  thereby  limiting  its  acces- 
sibility to  the  public,  should  be  a course  of  last  resort.  There  must 
be  adequate  safeguards  so  that  this  procedure  will  remain  the  rare 
exception,  rather  than  become  the  rule.  If  the  language  of  this 
section  were  to  allow  FDA  to  operate  routinely  on  the  side  of 
caution,  this  would,  impinge  on  the  health  care  professions,  but 
even  more  importantly,  it  would  impinge  on  patients’  health  and 
their  covenient  access  to  necessary  medication. 

We  can  readily  see  the  need  to  speed  up  the  approval  process  in 
the  area  of  breakthrough  drugs;  we  recognize  that  this  provision 
could  allow  needed  drugs  on  the  market  in  a more  expeditious 
manner.  Implemented  for  that  specific  purpose,  and  as  a temporary 
expedient  on  a drug-by-drug  basis,  we  can  support  the  measure  as 
an  extension  of  our  drug  approval  process  by  creating  a new  step 
between  the  IND  and  the  NDA  drug  categories. 

We  also  feel  that  the  potential  for  administrative  abuse  of  the 
restricted  distribution  provision  is  even  greater  if  it  is  made  appli- 
cable to  previously  approved  drugs,  which  are  currently  being  pre- 
scribed and  dispensed  as  the  first  choice  of  therapy.  Were  FDA 
given  authority  to  restrict  distribution  of  such  previously  approved 
and  currently  used  drugs,  patients’  medication  needs  might  well 
suffer  as  the  drug  of  choice  became  less  accessible.  We  encourage 
the  committee  to  limit  the  provision  on  restricted  distribution  to 
new,  breakthrough  drugs  only,  rather  than  extending  it  to  include 
drugs  which  have  already  been  approved  for  marketing. 

Before  closing,  we  particularly  wish  to  note  that  the  American 
Pharmaceutical  Association  has  long  been  a leading  advocate  of 
the  pharmacist’s  clinical  role.  This  bill  would  authorize — section 
201,  pages  66-71 — the  new  National  Center  for  Drug  Science  to 
make  grants  to  schools  for  improving  their  clinical  pharmacology 
and  clinical  pharmacy  programs.  Similar  grants  could  be  made  for 
continuing  education  and  demonstration  projects  in  this  area.  We 
applaud  this  recognition  of  the  importance  of  clinical  pharmacy  as 
a fundamental  component  of  comprehensive  health  care. 

We  also  support  the  concept  of  centralizing  all  of  the  FDA  facili- 
ties into  a single  location — section  308,  page  85.  Centralization 
would  make  this  important  agency  much  more  accessible  to  the 
public,  as  well  as  enhancing  its  internal  and  external  communica- 
tions and  the  general  efficiency  of  its  operation. 

Thank  you,  Mr.  Chairman,  for  this  opportunity  to  express  Ameri- 
can Pharmaceutical  Association’s  views  on  legislation  of  critical  im- 
portance to  the  pharmacy  profession  and  to  the  patients  we  serve. 
We  will  be  pleased  to  work  with  the  committee  in  helping  to  mold 
the  statutory  framework  under  which  drugs  will  be  regulated  in 
the  future. 
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Thank  you. 

[The  prepared  statement  of  Ms.  Runge  and  material  referred  to 
follow:] 

Statement  of  the  American  Pharmaceutical  Association 

Mr.  Chairman,  members  of  the  Subcommittee,  I am 
Mary  Munson  Runge,  President  of  the  American  Pharmaceutical 
Association,  the  national  professional  society  of  pharmacists. 
We  welcome  your  invitation  to  testify  on  $.1075,  the 
Drug  Regulation  Reform  Act  of  1979.  Accompanying  me  is 
Dr.  Edward  G.  Feldmann,  APhA  Associate  Executive  Director, 
Because  of  the  time  constraints,  our  comments  today  will 

BE  LIMITED  TO  THOSE  SPECIFIC  PROVISIONS  OF  THE  BILL  OF 
GREATEST  IMPACT  ON  PHARMACY.  DUE  TO  THE  CRITICAL  IMPORTANCE 
OF  THIS  BILL,  HOWEVER,  WE  REQUEST  THAT  THE  RECORD  BE  HELD 
OPEN  FOR  30  DAYS  TO  ALLOW  APhA  TO  SUBMIT  SUPPLEMENTAL 
WRITTEN  COMMENTS. 

Mr.  Chairman,  we  find  that  in  this  comprehensive  piece 

OF  LEGISLATION  THERE  ARE  MANY  PROVISIONS  WHICH  WE  CAN 
HEARTILY  ENDORSE.  FOR  EXAMPLE,  WE  WOULD  CITE  THE  FOLLOWING 
POINTS: 

• The  bill  (Section  111,  Page  7)  provides  that  a 

PRESCRIPTION  DRUG  WOULD  BE  DEEMED  MISBRANDED  IF  THE  PACKAGE 
DOES  NOT  CONTAIN  THE  NAME  AND  PLACE  OF  BUSINESS  OF  THE 
MANUFACTURER  AND  DISTRIBUTOR,  APhA  HAS  BEEN  CALLING  FOR 
LEGISLATION  REQUIRING  IDENTIFICATION  OF  THE  "ACTUAL 
MANUFACTURER"  FOR  MORE  THAN  A DECADE. 

• The  bill  (Section  117,  Pages  12-13)  provides  that 

A FEDERAL  DRUG  INDEX  BE  PREPARED  FOR  DISTRIBUTION  TO  ALL 
PRACTITIONERS  AND  OTHER  APPROPRIATE  RECIPIENTS.  THIS 
INDEX,  OR  THERAPEUTIC  COMPENDIUM,  WOULD  LIST  ALL  PRESCRIPTION 
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drugs.  Again,  APhA  supports  this  general  concept  of 

DISSEMINATING  DRUG  INFORMATION  TO  PRACTITIONERS,  INCLUDING 
PHARMACISTS. 

• The  bill  (Section  117,  Page  15)  provides  for  the 

PREPARATION  AND  DISTRIBUTION  OF  A LISTING  OF  THERAPEUTICALLY 
EQUIVALENT  DRUG  PRODUCTS.  OUR  ASSOCIATION,  FOR  MORE  THAN 
A DECADE,  HAS  BEEN  URGING,  PRODDING,  AND  EVEN  CAJOLING  THE 
FDA  TO  PUBLISH  A COMPREHENSIVE  LISTING  OF  THERAPEUTICALLY 
EQUIVALENT  DRUGS.  SUCH  INFORMATION  IS  INVALUABLE  TO 
PHARMACISTS  IN  SERVING  THEIR  PATIENTS,  SINCE  MOST  STATES 
TODAY  EXTEND  TO  PHARMACISTS  THE  AUTHORITY  TO  SELECT  THE 
SOURCE  OF  THERAPEUTICALLY  EQUIVALENT  DRUG  PRODUCTS,  UNDER 

state  Drug  Product  Selection  laws.  We  believe  that  such 

A LISTING  MUST  BE  COMPREHENSIVE  AND  THAT  IT  MUST  COVER  ALL 
DRUGS,  INCLUDING  THOSE  MARKETED  PRIOR  TO  1938,  AS  WELL  AS 
DRUGS  WHICH  ARE  STILL  THE  SUBJECT  OF  DRUG  SAFETY  OR 
EFFECTIVENESS  REVIEW  AND  RESOLUTION.  If  THE  PATIENT  IS 
TO  BE  BEST  SERVED,  THE  PHARMACIST  NEEDS  MEANINGFUL, 

COMPLETE  INFORMATION  ON  THE  CLINICAL  EQUIVALENCY  AND 
INTERCHANGEABILITY  OF  DRUG  PRODUCTS. 

• Under  S.1075,  drug  companies  would  be  prohibited 

FROM  GIVING  GIFTS  OVER  $5  TO  PHYSICIANS,  PHARMACISTS,  AND 
OTHERS  FOR  THE  PURPOSE  OF  INFLUENCING  THEM  TO  BUY  PARTICULAR 
PRESCRIPTION  DRUG  PRODUCTS.  APhA  IS  IN  GENERAL  AGREEMENT 
WITH  THIS  PROVISION  (SECTION  117,  PAGES  19-21). 

• In  addition,  the  Association  strongly  supports  the 
bill's  provision  (Section  117,  Pages  21-22)  which  would 

CURTAIL  THE  DISTRIBUTION  OF  FREE  DRUG  PRODUCTS,  OR  SAMPLES. 
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The  provisions  I just  mentioned  are  those  points  which 

WE  CAN  READILY  SUPPORT  WITHOUT  FURTHER  COMMENT  AT  THIS  TIME. 

The  balance  of  our  testimony  will  focus  on  those  aspects 

WHICH,  IN  OUR  VIEW,  REQUIRE  EITHER  ADDITIONAL  CLARIFICATION 
OR  SUBSTANTIVE  MODIFICATION. 

This  bill  addresses  itself  to  the  problem  of  health 

PROFESSIONALS  NOT  BEING  ABLE  TO  OBTAIN  ADEQUATE  INFORMATION 
ABOUT  APPROVED  DRUG  PRODUCTS.  THIS  IS  A VERY  REAL  PROBLEM 
INDEED.  If  PHARMACISTS  ARE  TO  FULFILL  THEIR  PROFESSIONAL 
ROLE  AS  DRUG  EXPERTS  AND  ADVISORS,  THEY  MUST  HAVE  AVAILABLE 
COMPREHENSIVE  DATA  ABOUT  DRUG  PRODUCTS.  THIS  BILL  SEEKS  TO 
HELP  ASSURE  THAT  SUCH  DATA  IS  AVAILABLE  BY  OPENING  UP  THE 
NEW  DRUG  APPLICATION  APPROVAL  PROCESS  FOR  PUBLIC  PARTICIPATION. 

Specifically,  Section  120  (Page  27)  of  the  bill  makes 

AVAILABLE  FOR  PUBLIC  INSPECTION  THE  FOLLOWING  DATA  FROM  THE 
NEW  DRUG  APPLICATION  FORM:  THE  ARTICLES  USED  AS  COMPONENTS 

OF  THE  DRUG;  A FULL  STATEMENT  OF  THE  COMPOSITION  OF  SUCH 
DRUG;  AND  SPECIMENS  OF  THE  PROPOSED  DRUG  LABELING.  ALSO 
TO  BE  MADE  AVAILABLE  WOULD  BE  "...A  SUMMARY  OF  THE  DATA, 
SCIENTIFIC  METHODOLOGY  AND  OTHER  INFORMATION  DERIVED  FROM 
ALL  INVESTIGATIONS  THAT  HAVE  BEEN  CONDUCTED  TO  ASSESS  THE 
RISKS  OF  THE  DRUG  AND  EVALUATE  ITS  EFFECTIVENESS  AND  WHICH 
DESCRIBES  THE  BASIS  OF  THE  CONCLUSION  THAT  THE  DRUG  IS 
SAFE  AND  EFFECTIVE. ..." 

The  data  enumerated  in  Section  120  would  meet  the 

BASIC  INFORMATIONAL  NEEDS  OF  PHARMACISTS  PROVIDED  THAT 
THE  LANGUAGE  IN  SECTION  119  (PAGE  27)  RELATING  TO 
EFFECTIVENESS  AND  SAFETY  CONCLUSIONS  IS  INTERPRETED  TO 
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INCLUDE  NOT  ONLY  PHARMACOLOGY  AND  TOXICOLOGY  OF  THE  DRUG 
ENTITY  BUT  ALSO  BIOAVAILABILITY  DATA/  STABILITY  CHARACTERISTICS/ 
AND  FORMULATION  PROPERTIES  OF  THE  DRUG  PRODUCT,  If  THIS 
SECTION  IS  SO  INTERPRETED,  THIS  WOULD  BE  MOST  BENEFICIAL 
TO  PHARMACY  PRACTITIONERS,  SO  THAT  THEY  WILL  BE  BEST 
PREPARED  TO  COUNSEL  PRACTITIONERS  AND  THEIR  PATIENTS  WITH 
PERTINENT  DRUG  INFORMATION,  At  THE  SAME  TIME,  IT  WOULD 
ACCOMPLISH  THIS  INFORMATIONAL  NEED  WITHOUT  IMPINGING  ON 
LEGITIMATE  TRADE  SECRETS, 

The  American  Pharmaceutical  Association  also  strongly 

FAVORS  MAKING  DRUG  INFORMATION  AVAILABLE  TO  PATIENTS, 

But  it  must  be  kept  in  mind  that  patient  information  has 

TWO  DISTINCTLY  SEPARATE  PURPOSES,  0NE  OF  THE  GOALS  OF 
PATIENT  INFORMATION  IS  REVEALING  ANY  POTENTIAL  HAZARD;  THE 
OTHER  GOAL  IS  TO  ASSURE  BETTER  PATIENT  COMPLIANCE  WITH  THE 
PRESCRIBED  DRUG  THERAPY.  THESE  TWO  OBJECTIVES  ARE  MUTUALLY 
EXCLUSIVE,  AND  MAY  BE  CONTRADICTORY,  In  PROVIDING  PATIENT 
DRUG  INFORMATION,  IT  IS  NECESSARY  FOR  THE  PHARMACIST  TO 
KEEP  EACH  OF  THESE  GOALS  IN  MIND  AND  TO  EXERCISE  PROFESSIONAL 
JUDGMENT,  SO  THAT  OPTIMUM  PATIENT  CARE  CAN  BE  ACHIEVED, 

As  WE  HAVE  RECOMMENDED  IN  THE  PAST,  SERIOUS  RESEARCH 
FOLLOWED  BY  DEMONSTRATION  PROJECTS  NEEDS  TO  BE  CONDUCTED 
TO  DETERMINE  WHETHER  PATIENT  PACKAGE  INSERTS  CAN  BE 
DESIGNED  TO  CONCURRENTLY  ACHIEVE  THE  DESIRED  GOALS  OF 
BETTER  PATIENT  COMMUNICATION  AND  ENHANCED  COMPLIANCE  WITH 
NEEDED  DRUG  THERAPIES.  W E ARE  NOT  CONVINCED  THAT  THIS  HAS 
YET  BEEN  DONE  IN  AN  ADEQUATE  AND  SCIENTIFIC  WAY,  BEFORE 
A COMPREHENSIVE  SYSTEM  OF  PATIENT  PACKAGE  INSERTS  IS 
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MANDATED  (SECTION  117,  PAGE  8),  RESEARCH  SHOULD  ASSESS  AND 
DETERMINE  THEIR  IMPACT.  If  PATIENTS  ROUTINELY  IGNORE  OR 
DISCARD  SUCH  INFORMATION,  OR  IF  IT  RESULTS  IN  UNJUSTIFIED 
FEARS  AND  NONCOMPLIANCE  WITH  NEEDED  DRUG  THERAPIES,  OR  IF 
THE  AVAILABILITY  OF  PPIs  DETERS  RATHER  THAN  ENHANCES  PRESCRIBER 
AND  PHARMACIST  DRUG  CONSULTATIONS  WITH  THE  PATIENT,  THEN  THE 
HEALTH  CARE  BENEFITS,  AS  WELL  AS  THE  INCREASED  COSTS,  FROM 
PRODUCING  AND  DISTRIBUTING  PPIs  WOULD  NOT  BE  JUSTIFIED. 

Even  if  it  is  found  that  patient  package  inserts  are 

BEST  SUITED  FOR  FULFILLING  THE  INFORMATIONAL  NEEDS  OF  THE 
PATIENT,  APhA  FEELS  STRONGLY  THAT  ANY  LEGISLATIVE  OR 
REGULATORY  ACTIONS  MANDATING  COMMUNICATION  OF  DRUG-RELATED 
INFORMATION  TO  PATIENTS  SHOULD  PROVIDE  BOTH  THE  PRESCRIBER 
AND  THE  PHARMACIST  WITH  THE  DISCRETION  TO  MAKE  PROFESSIONAL 
JUDGMENTS  REGARDING  THE  CONTENT  AND  MANNER  OF  COMMUNICATION. 

Under  this  bill  (Section  117,  Pages  8-10),  only 

PRESCRIBERS  WOULD  HAVE  THE  PROFESSIONAL  DISCRETION  TO 
DETERMINE  THAT  A PPI  SHOULD  NOT  BE  DISTRIBUTED.  PHARMACISTS 
SHOULD  BE  GRANTED  THIS  SAME  RIGHT  TO  USE  THEIR  PROFESSIONAL 
DISCRETION:  (A)  BY  THEIR  TRAINING  AND  EXPERIENCE  PHARMACISTS 

CAN  AND  DO  PROVIDE  PATIENTS  WITH  MEANINGFUL  DRUG  INFORMATION; 
(B)  SINCE  THEY  NORMALLY  HAVE  THE  FINAL  CONTACT  WITH  THE 
PATIENT  BEFORE  DRUG  THERAPY  IS  BEGUN,  PHARMACISTS  ARE  IN 
A UNIQUE  POSITION  TO  EVALUATE  THE  TYPE  OF  DRUG  INFORMATION 
MOST  BENEFICIAL  TO  THE  PATIENT;  AND  (c)  IF  THE  PATIENT 
RECEIVES  THE  INSERT  FROM  THE  PHARMACIST,  THEN  THE 
PHARMACIST  WILL  MOST  LIKELY  BE  THE  PERSON  WITH  WHOM  THE 
PATIENT  WILL  DISCUSS  THE  CONTENTS  OF  .THE  PPI.  FINALLY, 
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PERMITTING  THE  PHARMACIST  THIS  DISCRETION  WOULD  BE  CONSISTENT 
WITH  OTHER  IMPORTANT  PROVISIONS  OF  THIS  BILL  WHICH  SEEK  TO 
ENHANCE  THE  PHARMACIST'S  CLINICAL  ROLE. 

Another  provision  of  the  bill  (Section  117/  Page  11) 

AUTHORIZES  MANDATING  THE  POSTING  OF  PRESCRIPTION  DRUG 
PRICES/  EVEN  THOUGH  IT  IS  WIDELY  RECOGNIZED  THAT  THIS  IS 
A VERY  INEFFECTIVE  METHOD  OF  COMMUNICATING  PRICE 
INFORMATION  AND  EVEN  THOUGH  IT  HAS  BEEN  FOUND  THAT 
CONSUMERS  GENERALLY  DISREGARD  THIS  INFORMATION, 

APhA  FULLY  SUPPORTS  THE  public's  NEED  FOR/  AND  RIGHT 
TO/  COST  INFORMATION,  We  ENCOURAGE  PHARMACISTS  TO  FREELY 
COMMUNICATE  THIS  INFORMATION  TO  THEIR  PATIENTS.  WHAT 
CONCERNS  US  IS  A PROVISION  THAT  THIS  INFORMATION  MUST  BE 
COMMUNICATED  SPECIFICALLY  THROUGH  THE  POSTING  OF  PRICES. 

This  mechanism  would  result  in  an  excessive  administrative 

BURDEN  TO  PHARMACIES.  ALSO,  RATHER  THAN  HOLDING  DOWN  COSTS/ 
IT  WOULD  RESULT  IN  THEIR  INCREASE,  BECAUSE  OF  THE 
ADMINISTRATIVE  COST  IN  COMPLYING  WITH  THE  PROVISION, 

The  posting  of  prescription  drug  prices  is  not  an 

UNTRIED  CONCEPT,  SOME  STATES — I NCLUDING  MY  HOME  STATE  OF 

California— have  experimented  with  this  approach  through 

STATE  LAWS  MANDATING  PRICE  POSTING.  VfE  HAVE  FOUND  THAT 
COMPLIANCE  WITH  THE  LETTER  OF  THE  LAW  ALMOST  MAKES  IT 
NECESSARY  TO  HIRE  A FULL-TIME  SIGN  PAINTER,  DURING  THE  PAST 
YEAR  ALONE,  THE  PRICES  WHICH  PHARMACISTS  HAVE  HAD  TO  PAY 
FOR  DRUG  PRODUCTS  HAVE  CHANGED  ALMOST  WEEKLY,  PHARMACISTS 
DO  NOT  KNOW  FROM  DAY-TO-DAY  WHAT  THEY  WILL  HAVE  TO  PAY  FOR 
DRUG  PRODUCTS,  WHERE  PRICE  POSTING  IS  REQUIRED,  PHARMACISTS 
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MUST  REVIEW  AND  REVISE  THEIR  SIGNS  ON  A DAILY  BASIS  TO 
BE  IN  COMPLIANCE.  THIS  HAS  REQUIRED  VALUABLE  TIME/  WHICH 
COULD  BE  BETTER  SPENT  IN  PROVIDING  HEALTH  CARE/  AND  HAS 
CONTRIBUTED  TO  A FEELING  OF  ADMINISTRATION  FRUSTRATION , 

But  BEYOND  THIS/  I MYSELF  HAVE  NOTED  THAT  PATIENTS 
RARELY  APPEAR  TO  USE  THIS  INFORMATION.  INSTEAD/  PATIENTS 
ARE  MORE  APT  TO  OBTAIN  PRICE  INFORMATION  BY  ASKING  THEIR 
PHARMACIST  HOW  MUCH  IT  WILL  COST  TO  HAVE  THEIR  PRESCRIPTION 
DISPENSED  FOR  THE  SPECIFIC  DRUG  PRODUCT/  IN  THE  SPECIFIC 
DOSAGE  FORM/  THE  SPECIFIC  STRENGTH/  AND  THE  SPECIFIC 
QUANTITY  PRESCRIBED  FOR  THEM  BY  THEIR  PHYSICIAN  OR 
DENTIST. 

Last  year,  in  testimony  before  this  Committee/  APhA 

EXPRESSED  IN  DETAIL  ITS  CONCERN  REGARDING  THE  SECTION  OF 

the  Drug  Regulation  Reform  Act  which  would  have  granted  the 
Secretary  the  power  to  restrict  the  distribution  and 

DISPENSING  OF  DRUG  PRODUCTS.  We  CONTINUE  TO  HAVE  SERIOUS 
RESERVATIONS  ABOUT  THE  EXPRESS  LANGUAGE  OF  SECTION  128 

(Pages  42-45)  in  the  present  bill.  Last  year/  in  response 
to  the  Committee's  request,  APhA  provided  proposed  language 

WHICH  WE  FELT  WOULD  ACHIEVE  THE  DESIRED  RESULTS  WHILE 
AVOIDING  THE  KINDS  OF  PROBLEMS  THAT  CONCERN  US.  We 
ENCOURAGE  THE  COMMITTEE  TO  GIVE  SERIOUS  CONSIDERATION  TO 
THAT  PROPOSED  LANGUAGE. 

Restricting  distribution  of  a drug,  and  thereby 

LIMITING  ITS  ACCESSIBILITY  TO  THE  PUBLIC/  SHOULD  BE  A 
COURSE  OF  LAST  RESORT.  THERE  MUST  BE  ADEQUATE  SAFEGUARDS 
SO  THAT  THIS  PROCEDURE  WILL  REMAIN  THE  RARE  EXCEPTION/ 
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RATHER  THAN  BECOME  THE  RULE,  If  THE  LANGUAGE  OF  THIS 
SECTION  WERE  TO  ALLOW  FDA  TO  OPERATE  ROUTINELY  ON  THE 
SIDE  OF  CAUTION/  THIS  WOULD  IMPINGE  ON  THE  HEALTH  CARE 
PROFESSIONS/  BUT  EVEN  MORE  IMPORTANTLY/  IT  WOULD  IMPINGE 
ON  PATIENTS'  HEALTH  AND  THEIR  CONVENIENT  ACCESS  TO 
NECESSARY  MEDICATION, 

We  can  readily  see  the  need  to  speed  up  the  approval 

PROCESS  IN  THE  AREA  OF  BREAKTHROUGH  DRUGS;  WE  RECOGNIZE 
THAT  THIS  PROVISION  COULD  ALLOW  NEEDED  DRUGS  ON  THE  MARKET 
IN  A MORE  EXPEDITIOUS  MANNER.  IMPLEMENTED  FOR  THAT  SPECIFIC 
PURPOSE/  AND  AS  A TEMPORARY  EXPEDIENT  ON  A DRUG-BY-DRUG 
BASIS/  WE  CAN  SUPPORT  THE  MEASURE  AS  AN  EXTENSION  OF  OUR 
DRUG  APPROVAL  PROCESS  BY  CREATING  A NEW  STEP  BETWEEN  THE 
IND  AND  NDA  DRUG  CATEGORIES, 

We  ALSO  FEEL  THAT  THE  POTENTIAL  FOR  ADMINISTRATIVE 
ABUSE  OF  THE  RESTRICTED  DISTRIBUTION  PROVISION  IS  EVEN 
GREATER  IF  IT  IS  MADE  APPLICABLE  TO  PREVIOUSLY  APPROVED 
DRUGS,  WHICH  ARE  CURRENTLY  BEING  PRESCRIBED  AND  DISPENSED 
AS  THE  FIRST  CHOICE  OF  THERAPY,  WERE  FDA  GIVEN  AUTHORITY 
TO  RESTRICT  DISTRIBUTION  OF  SUCH  PREVIOUSLY  APPROVED  AND 
CURRENTLY  USED  DRUGS,  PATIENTS'  MEDICATION  NEEDS  MIGHT 
WELL  SUFFER  AS  THE  DRUG  OF  CHOICE  BECAME  LESS  ACCESSIBLE, 

We  encourage  the  Committee  to  limit  the  provision  on 

RESTRICTED  DISTRIBUTION  TO  NEW,  BREAKTHROUGH  DRUGS  ONLY, 
RATHER  THAN  EXTENDING  IT  TO  INCLUDE  DRUGS  WHICH  HAVE 
ALREADY  BEEN  APPROVED  FOR  MARKETING, 

Before  closing,  we  particularly  wish  to  note  that  APhA 

HAS  LONG  BEEN  A LEADING  ADVOCATE  OF  THE  PHARMACIST'S 
CLINICAL  ROLE , THIS  BILL  WOULD  AUTHORIZE  (SECTION  201, 

\ 
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Pages  66-71)  the  new  National  Center  for  Drug  Science 

TO  MAKE  GRANTS  TO  SCHOOLS  FOR  IMPROVING  THEIR  CLINICAL 
PHARMACOLOGY  AND  CLINICAL  PHARMACY  PROGRAMS,  SIMILAR 
GRANTS  COULD  BE  MADE  FOR  CONTINUING  EDUCATION  AND 
DEMONSTRATION  PROJECTS  IN  THIS  AREA.  We  APPLAUD  THIS 
RECOGNITION  OF  THE  IMPORTANCE  OF  CLINICAL  PHARMACY  AS  A 
FUNDAMENTAL  COMPONENT  OF  COMPREHENSIVE  HEALTH  CARE. 

\ t 

We  also  support  the  concept  of  centralizing  all  of 
THE  FDA  FACILITIES  INTO  A SINGLE  LOCATION  (SECTION  308, 

Page  85).  Centralization  would  make  this  important  agency 

MUCH  MORE  ACCESSIBLE  TO  THE  PUBLIC,  AS  WELL  AS  ENHANCING 
ITS  INTERNAL  AND  EXTERNAL  COMMUNICATIONS  AND  THE  GENERAL 
EFFICIENCY  OF  ITS  OPERATION. 

Thank  you,  Hr.  Chairman,  for  this  opportunity  to 

EXPRESS  APhA's  VIEWS  ON  LEGISLATION  OF  CRITICAL  IMPORTANCE 
TO  THE  PHARMACY  PROFESSION  AND  TO  THE  PATIENTS  WE  SERVE. 

WE  WILL  BE  PLEASED  TO  WORK  WITH  THE  COMMITTEE  IN  HELPING  TO 
MOLD  THE  STATUTORY  FRAMEWORK  UNDER  WHICH  DRUGS  WILL  BE 
REGULATED  IN  THE  FUTURE. 
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ACADEMY  OF  PHARMACEUTICAL  SCIENCES 

A Subdivision  of  the  American  Pharmaceutical  Association  for  Member  Scientists  in  Research.  Teaching.  Production  and  Marketing 


COMMENTS  ON  S.1075, 

THE  DRUG  REGULATION  REFORM  ACT  OF  1979 


These  comments  are  submitted  by  the  Academy  of  Pharmaceutical  Sciences  of  the 
American  Pharmaceutical  Association  to  supplement  the  previous  testimony  given 
by  APhA  on  the  above  named  bill  on  May  17,  1979.  Comments  have  been  restricted 
to  those  parts  of  the  bill  impacting  on  pharmaceutical  science  and  scientific 
issues  related  to  the  continued  development,  quality  assurance  and  availability 
of  safe,  reliable  and  efficacious  drugs  and  drug  products  for  the  American  people 

Section  201,  pages  61-71,  which  would  establish  a National  Center  for  Drug 
Science,  together  with  related  sections  1802,  pages  62-65  (Policy  and  Research 
Functions  of  the  Center) , 1803,  pages  65-68  (Training  Functions  of  the  Center; 
Grants  for  Programs  in  Clinical  Pharmacology  and  Clinical  Pharmacy),  1804, 
pages  68-69  (Traineeships  and  Fellowships)  and  1805,  pages  70-71  (National 
Advisory  Board)  are  endorsed  by  the  Academy  of  Pharmaceutical  Sciences,  since 
such  a center  would  provide  a stronger  scientific  base  for  the  Federal  Food  and 
Drug  Administration,  would  support  important  drug  research,  and  would  support 
new  training  activities,  fellowships  and  grants  for  pharmacists  and  others.  The 
bill  is,  however,  currently  restricted  to  clinical  pharmacology  and  clinical 
pharmacy,  which  are  directed  to  the  use  and  evaluation  of  drugs  and  drug  products 
We  strongly  urge  that  the  pharmaceutical  sciences  be  recognized  in  addition  to 
clinical  pharmacology  and  clinical  pharmacy.  The  pharmaceutical  sciences  have 
provided  and  are  providing  the  basic  new  science  and  technology  to  design, 
produce  and  control  safer,  more  reliable  and  more  effective  drugs  and  drug 
products.  Further,  in  soliciting  recommendations  for  membership  on  the  National 
Advisory  Board  on  Drug  Science,  the  American  Pharmaceutical  Association  Academy 
of  Pharmaceutical  Sciences  should  also  be  included. 

Data  supporting  NDAs  should  be  in  "certified  summary"  format.  Only  summaries 
of  data  supporting  an  NDA  should  be  publicly  released.  Trade  secret  data 
should  be  protected. 

The  new  drug  approval  process  would  be  improved  if  clear  timetables  for  FDA 
decision  making  points  were  established  and  thereafter  enforced.  Some  type 
of  appellate  system  should  be  created  to  consider  disputed  NDAs.  The  FDA 
currently  utilizes  advisory  committees  to  formulate  policies,  and  the  proposed 
bill  provides  for  Drug  Advisory  Committees  pertaining  to  the  distribution  and 
dispensing,  post  marketing  surveillance,  further  scientific  investigation  and 
batch  certification,  and  we  would  urge  that  similar  advisory  groups  of 
independent,  expert,  non-agency  advisors  be  brought  in  to  review  and  decide 
major  disputed  NDAs.  The  current  conflict  of  interest  interpretations  and 
regulations  applied  to  FDA  advisory  committee  members  (or  reviewers  proposed 
above)  should  be  changed  or  liberalized  to  allow  participation  of  scientists 
who  have  worked  for  pharmaceutical  companies  in  the  past,  or  work  as 
consultants  for  companies  currently,  provided  such  scientists  have  no  past 
or  current  connection  with  the  company  involved. 

Finally,  the  Academy  of  Pharmaceutical  Sciences  acknowledges  the  absence  of 
the  monograph  section  of  the  Drug  Regulation  Reform  Act  of  1978  from  the  1979 
bill  and  applauds  that  decision. 
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Senator  Schweiker.  We  are  in  the  middle  of  a vote  on  the 
Senate  floor.  Hopefully  Senator  Kennedy,  who  went  over  to  vote, 
will  be  back  by  the  time  the  halfway  bell  rings. 

I am  going  to  try  to  ask  a few  questions  before  time  runs  out. 
Would  you  restate  your  position  on  patient  package  inserts,  as  to 
who  should  distribute  the  insert  and  how  they  should  be  handled? 

Ms.  Runge.  We  feel  that  the  inserts  should  be  able  to  be  distrib- 
uted both  by  the  physician  and  the  pharmacist. 

Dr.  Feldmann.  The  decision  to  withhold  the  patient  package 
insert  from  any  specific  patient  for  a legitimate  reason — that  pro- 
fessional judgment — should  be  allowed  to  be  exercised  by  both,  or 
either  the  pharmacist  or  the  physician. 

Senator  Schweiker.  You  say  that  the  bill’s  price-posting  provi- 
sions would  be  burdensome.  Is  there  anyway  we  could  cut  down  on 
the  burden  on  pharmacists,  and  still  serve  the  same  purpose? 

Ms.  Runge.  At  present  I can  see  no  way  that  we  can  cut  down, 
short  of  complete  elimination. 

We  fully  concur  that  patients  do  have  the  right  to  request  and  to 
know  before  having  a prescription  filled  the  full  price  of  the  pre- 
scription, and  this  is  best  done  by  communication  between  the 
patient  and  the  pharmacist. 

Having  practiced  in  California  where  price  posting  has  been  a 
rule,  I have  found  by  personal  experience  that  this  is  not  the  most 
effective  way  of  communicating  prices  to  the  consumer. 

In  addition,  it  does  not  really  allow  the  consumer  the  privilege  of 
shopping.  Most  consumers  are  unable  or  will  not  physically  go 
from  one  pharmacy  to  another  to  obtain  prices,  which  is  what  they 
must  do  in  price  posting. 

Dr.  Feldmann.  If  I may  just  supplement  Ms.  Runge’s  remarks 
briefly,  Senator,  one  has  to  recognize  the  mechanics  involved.  A 
pharmacy  has  literally  hundreds  or  thousands  of  products  in  the 
pharmacy,  of  which  only  a certain  small  number  are  dispensed 
each  day  as  prescriptions.  And  of  those  products,  there  can  be  all 
different  kinds  of  variations  as  far  as  prescription  orders  which  the 
pharmacist  receives. 

In  other  words,  whether  it  is  for  the  250-milligram,  or  the  500- 
milligram  size — the  strength  can  vary;  the  number  of  units  can 
also  vary — whether  it  is  12  tablets,  25  tablets,  50  tablets,  and  so 
forth.  It  can  vary  in  other  respects  as  well. 

So  for  this  reason,  in  order  to  have  price  posting  reflect  all  the 
variations  that  could  possibly  be  encountered  in  different  prescrip- 
tions received  by  the  pharmacist  would  entail  literally  tens  of 
thousands  of  variations,  as  to  prices. 

And  now,  given  the  fact  that  prices  change  and  are  changing 
regularly,  almost  on  a daily  basis,  as  the  marketplace  exists,  this 
further  requires  a constant  updating. 

So  while  the  aims  are  laudable,  and  we  fully  support  them  as  far 
as  providing  this  information  to  patients,  price  posting  just  does 
not  seem  to  be  the  best  mechanism. 

Senator  Schweiker.  I am  going  to  have  to  stop  at  this  moment 
and  ask  you  to  stand  by.  I think  Senator  Kennedy  is  on  his  way 
back,  if  you  will  just  wait  for  a minute  or  two. 

[A  brief  recess  was  taken.] 

Senator  Kennedy.  We  will  come  to  order 
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Ms.  Runge,  you  support  the  provisions,  as  I understand  it,  which 
clarifies  FDA's  authority  to  decide  drug  products  which  are  thera- 
peutically equivalent. 

There  is  some  question  whether  it  is  possible  to  determine  that 
two  drug  products  are  therapeutically  equivalent. 

As  a pharmacist,  could  you  explain  why  you  feel  it  is  possible  to 
determine  they  are  therapeutically  equivalent? 

Ms.  Runge.  I would  like  to  ask  Dr.  Feldmann  to  explain  that. 

Dr.  Feldmann.  Senator,  we  make  a distinction  between:  chemi- 
cal equivalence,  which  is  meeting  compendial  standards — that  is,  in 
vitro  standards;  Biological  equivalence,  which  involves  a test  in 
humans  as  to  equating  blood  levels;  and  therapeutic  or  clinical 
equivalence,  which  is  the  relative  performance  of  the  drugs  in 
meeting  their  labeled  purposes,  or  labeled  therapeutic  claims. 

In  our  view,  clinical  equivalency  readily  follows  in  drugs  which 
have  been  demonstrated  to  be  bioequivalent.  In  other  words,  if  two 
drug  products  meet  the  same  general  level  of  biological  perform- 
ance— blood  level,  excretion  rates,  as  far  as  their  being  absorbed,  as 
far  as  their  being  distributed  in  the  body  and  excreted — then  there 
is  every  reason  to  believe  they  will  be  therapeutically  or  clinically 
equivalent. 

We  support  the  bioavailability  provisions  in  this  bill;  we  have 
historically  supported  demonstration  of  bioavailability  of  drug 
products  as  condition  to  their  being  placed  on  the  market. 

Senator  Kennedy.  You  state  that  patient  package  inserts  in 
revealing  potential  risks,  will  lead  some  patients  to  fail  to  comply 
with  prescribed  drug  therapy. 

Is  there  not  another  side  of  the  coin  on  that  issue?  I would  think 
in  some  cases  that  the  package  inserts  would  contain  a warning 
that  the  patient  will  suffer  harm  if  he  or  she  fails  to  take  the  drug 
as  the  doctor  ordered. 

Will  not  the  result  be  greater  patient  compliance? 

Ms.  Runge.  I think  that  can  be  true  in  both  instances;  but  we 
are  more  concerned  with  the  noncompliance  problem,  because  of 
what  may  be  contained  in  the  package  insert.  We  feel  that  the 
communication  between  the  patient  and  the  pharmacist,  where  the 
patient  can  ask  questions  directly,  is  certainly  a better  way  to 
accomplish  this  objective. 

Many  times  patients  feel  that  whenever  they  receive  an  insert  as 
they  do  now  in  the  OC's  and  the  estrogens,  that  they  should  not 
ask  the  pharmacists  any  questions.  Many  of  them  feel  that  obvious- 
ly the  pharmacist  is  presenting  them  with  this  written  information 
in  order  not  to  answer  verbal  questions. 

We  do  not  want  the  patient  to  feel  this  way,  especially  if  the 
patient  cannot  understand  the  wording,  the  language  that  is  used. 
Rather  than  ask,  they  simply  do  not  take  the  medication. 

Senator  Kennedy.  Are  you  saying  that  if  they  do  not  understand 
the  information,  they  do  not  ask  questions,  and  thus  they  do  not 
follow  the  prescribed  therapy? 

I would  think  if  they  did  not  understand,  they  would  ask  more 
questions. 

Ms.  Runge.  In  my  experience,  usually  they  will  ask  questions  if 
they  have  not  been  given  the  patient  package  insert. 
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Senator  Kennedy.  Your  experience  is,  if  they  have  been  given  a 
patient  package  insert  and  they  do  not  understand  it,  they  will  not 
ask  as  many  questions? 

Ms.  Runge.  That  is  right,  because  this  would  say,  well,  they  are 
dumb,  you  know?  Many  people  do  not  like  to  admit  that  they  do 
not  understand  what  they  have  read. 

This  is  a very  definite  problem. 

Senator  Kennedy.  How  do  you  know  that  they  do  not  under- 
stand it  if  they  do  not  ask  questions? 

Ms.  Runge.  You  know  especially  with  continuous  or  long-term 
medication,  in  cases  where  most  pharmacists  do  keep  patient  pro- 
file records,  and  when  you  see  that  the  patients  do  not  come  back 
to  have  their  prescriptions  refilled,  or  when  they  return  to  the 
physician,  the  physician  gives  them  an  entirely  new  prescription 
for  the  same  product. 

And  in  looking  at  the  patient  profile  record,  you  realize  that  a 1- 
month’s  supply  of  medication  has  lasted  them  for  3 months. 

Dr.  Feldmann.  Mr.  Chairman,  in  our  statement  we  express  our 
longstanding  view  that  patients  have  to  get  information. 

We  do  feel  that  the  art  of  communication  in  this  area  still  is  at  a 
very  preliminary  state  and  requires  some  further  research. 

If  there  is  any  area  where  there  is  biological  variation  it  is  in 
how  people  respond  to  communication.  We  are  aware  of  a study1 
that  was  conducted  by  Dr.  Lawrence  W.  Green  and  colleagues  at 
the  School  of  Public  Health  of  Johns  Hopkins  University,  in  which 
he  distributed  to  one  set  of  nurses  patient  package  inserts  to  give 
to  asthmatic  patients,  and  another  set  of  nurses  no  such  package 
inserts. 

He  then  did  a followup  analysis  of  the  two  groups  of  patients 
involved  as  to  their  knowledge  or  understanding  of  the  therapeutic 
regimen  which  they  were  to  manage  through  self-care.  He  found 
those  that  got  the  package  inserts  performed  less  effectively,  or 
knew  less  about  the  therapy,  than  those  who  did  not  receive  the 
printed  brochures. 

Retrospectively,  this  was  the  conclusion — and  it  was  a very  pre- 
liminary one — that  in  the  one  case,  the  nurses  simply  gave  the 
piece  of  paper  to  the  patients,  while  in  the  other  case,  where  they 
did  not  have  the  piece  of  paper,  they  verbally  explained  it,  and  the 
degree  of  understanding  was  greater  in  those  instances,  where 
there  was  verbal  communication,  than  it  was  in  the  case  of  written 
communication. 

I would  emphasize  that  this  is  a preliminary  study,  but  it  cer- 
tainly suggests  the  fact  that  we  do  not  have  all  the  answers  yet  as 
to  the  best  means  of  patient  communication. 

Senator  Kennedy.  Thank  you  very  much.  Very  helpful  testimo- 
ny. 

The  subcommittee  stands  in  recess. 

[Whereupon,  at  12:15  p.m.,  the  subcommittee  recessed,  to  recon- 
vene on  Friday,  May  18,  1979,  at  10  a.m.] 


1 Lois  A.  Maiman,  Ph.  D.,  Lawrence  W.  Green,  Dr.  P.  H.  Geoffrey  Gibson,  Ph.  D.,  and  Ellen  J. 
MacKenzie,  Sc.M.,  “Randomized  Clinical  Trials  To  Evaluate  Patient  Education  For  Self-Manage- 
ment By  Adult  Asthmatics,”  Journal  of  the  American  Medical  Association  (accepted  for  publica- 
tion and  in  press,  1979). 
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FRIDAY,  MAY  18,  1979 

U.S.  Senate, 

Subcommittee  on  Health  and  Scientific  Research, 
of  the  Committee  on  Labor  and  Human  Resources, 

Washington , D.C. 

The  subcommittee  met,  pursuant  to  notice,  at  10  a.m.,  in  room 
4232,  Dirksen  Senate  Office  Building,  Senator  Edward  M.  Kennedy 
(chairman  of  the  subcommittee)  presiding. 

Present:  Senators  Kennedy,  Schweiker,  and  Metzenbaum. 

Senator  Schweiker  [presiding  pro  tempore].  The  Senate  Health 
and  Scientific  Research  Subcommittee  will  please  come  to  order. 
The  chairman  has  been  detained  for  a while.  He  will  be  here  a 
little  bit  later,  but  he  has  asked  me  to  open  the  hearings. 

I am  very  pleased  to  welcome  as  our  first  witness  in  the  second 
day  of  hearings  on  a number  of  drug  reform  bills  that  are  before 
this  committee  Mr.  C.  Joseph  Stetler,  president  of  the  Pharmaceu- 
tical Manufacturers  Association. 

Joe,  let  me  welcome  you  and  your  associates  to  this  meeting.  I 
might  say  that  fortunately,  or  unfortunately,  depending  on  how 
you  look  at  it,  we  understand  that  you  are  about  to  retire,  and  this 
probably  will  be  your  last  official  appearance  before  this  commit- 
tee. I want  to  take  this  occasion  to  thank  you  for  the  role  that  you 
have  played  representing  your  association.  You  have  been  candid 
and  forthright  in  your  testimony  before  this  committee  and  have 
given  all  of  us  on  the  committee  a high  degree  of  cooperation.  We 
thank  you  for  your  past  work  and  wish  you  well  in  your  retire- 
ment. 

STATEMENT  OF  C.  JOSEPH  STETLER,  PRESIDENT  OF  THE 

PHARMACEUTICAL  MANUFACTURERS  ASSOCIATION,  ACCOM- 
PANIED BY  NEAL  MULCAHY,  ASSOCIATE  GENERAL  COUNSEL, 

AND  DR.  JOHN  ADAMS,  VICE  PRESIDENT  FOR  SCIENTIFIC 

AND  PROFESSIONAL  RELATIONS,  PHARMACEUTICAL  MANU- 
FACTURERS ASSOCIATION 

Mr.  Stetler.  Thank  you  very  much,  Senator  Schweiker.  I would 
like  to  introduce  my  two  colleagues  this  morning.  On  my  right  is 
Neil  Mulcahy  who  is  the  associate  general  counsel  for  PM  A and  on 
my  left,  Dr.  John  Adams,  who  is  vice  president  for  scientific  and 
professional  relations. 

I will  testify  briefly  with  respect  to  S.  1075  and  then  since  I have 
had  a chance  to  at  least  briefly  review  your  bill,  I would  be  glad  to 
go  over  it  and  answer  any  questions  that  you  might  like  to  present. 

Senator  Schweiker.  Fine.  Go  right  ahead. 
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Mr.  Stetler.  As  indicated  in  our  testimony  of  last  year,  we 
believe  that  appropriate  revisions  of  our  Federal  laws  regarding 
the  introduction  and  the  marketing  of  pharmaceuticals  are  needed 
in  this  country  if  it  is  to  foster  an  attractive  environment  for  new 
drug  discovery  and  development  and  to  speed  the  results  of  private 
research  to  patients  both  here  and  abroad.  We  felt,  along  with 
others,  that  the  administration’s  bill  of  last  year  was  seriously 
flawed.  Since  S.  1045,  introduced  in  this  Congress  is  almost  identi- 
cal with  last  year’s  bill,  we  have  the  same  reservations.  Therefore, 
we  are  going  to  limit  our  comments  today  to  Senator  Kennedy’s 
bill  and  to  yours. 

As  requested,  I will  not  give  this  entire  statement,  but  will 
confine  my  oral  remarks  to  ten  minutes. 

The  new  bill  embodies,  in  our  opinion,  a much  better  approach  to 
revising  the  Federal  Food,  Drug  and  Cosmetic  Act  in  that  it  seeks 
to  amend  existing  law  rather  than  to  completely  rewrite  it.  In  our 
view,  a totally  new  and  untried  legal  mechanism  would  create 
more  problems  than  solutions  both  for  FDA  and  for  the  industry 
we  represent. 

We  believe  that  S.  1075  is  a marked  improvement  over  last 
year’s  bill  and  that  it  reflects  many  of  the  views  offered  by  inter- 
ested parties  in  hearings  in  the  last  Congress.  While  we  still  have 
some  concerns  with  respect  to  some  provisions  of  the  bill,  we  be- 
lieve that  it  can  be  modified  and  improved.  The  bill  encompasses  a 
significant  number  of  concepts  which  we  believe  would  result  in 
improvements  in  the  drug  laws.  We  cannot  comment  completely  on 
all  of  them  in  the  brief  time  we  have  today.  Therefore,  I would 
request  that  a May  1979  PMA  analysis  and  critique  of  the  bill  and 
our  full  unabridged  statement  be  entered  into  the  record. 

Senator  Schweiker.  Without  objection,  so  ordered. 

Mr.  Stetler.  I would  like  to  mention  some  of  the  more  signifi- 
cant concepts  in  S.  1075  which  have  our  support,  and  that  would 
include  the  retention  of  the  fundamental  system  of  government 
approval  of  applications  submitted  by  individual  manufacturers. 
PMA  has  previously  expressed  its  serious  reservations  about  an 
untried  monograph-licensure  approach  and  the  modifications  to 
such  an  approach  that  were  proposed  during  the  95th  Congress. 

The  limitation  on  public  disclosure  of  raw  safety  and  efficacy 
data  submitted  by  innovators  in  support  of  a new  drug  application 
is  certainly  a much  improved  provision.  S.  1075  appears  to  us  to 
accommodate  a fundamental  concern  of  research  based  manufac- 
turers, scientists  and  others,  namely  preserving  the  confidentiality 
of  commercial  trade  secret  information.  The  bill,  at  the  same  time, 
would  allow  for  public  participation  in  drug  approval  decisionmak- 
ing and  the  disclosure  of  summary  data. 

By  and  large,  the  restrictions  in  the  bill  over  promotional  prac- 
tices have  our  support.  We  do  have  some  suggested  amendments 
concerning  sampling  and  the  control  of  promotional  material,  but 
we  fundamentally  agree  with  the  need  for  statutory  restrictions 
over  some  marketing  practices. 

The  providing  of  written  information  to  patients  regarding  drug 
therapy  is  also  supported  by  us.  Although  this  subject  requires 
more  and  adequate  field  testing,  and  we  feel  broader  nongovern- 
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ment  participation  and  caution  in  its  implementation,  we  do  sup- 
port the  objective. 

The  provision  allowing  drug  sponsors  to  obtain  drug  development 
advice  along  with  provisions  for  informal  resolution  of  scientific 
disputes  and  the  option  to  rely  on  the  Secretary’s  written  guide- 
lines in  conducting  clinical  research  is  a good  feature. 

Greater  use  of  advisory  committees  is  also  appropriate  and  is 
properly  mandated  in  the  bill. 

We  support  as  well  the  proposed  new  National  Center  for  Drug 
Science.  We  do,  however,  have  reservations  as  to  the  suggested 
research  prerogatives  of  the  center  and  think  there  is  implicitly  in 
the  present  wording  a possibility  of  direct  conflict  with  industry 
research  and  also  research  by  academia. 

Now,  I would  like  to  comment  on  the  provisions  of  S.  1075  which 
we  believe  should  be  revised  or  eliminated  from  the  bill. 

Section  128  would  add  a new  section  506  authorizing  the  Secre- 
tary to  impose  conditions  on  the  approval  of  drug  applications 
including  limitations  on  distribution  and  dispensing,  post-approval 
surveillance,  post-approval  scientific  investigations  and  batch  certi- 
fication. These  new  authorities  are  offered  as  controls  which  the 
Secretary  may  impose  at  the  time  of  approval  for  the  stated  pur- 
poses of  speeding  up  final  approval  decisions.  He  could  also  impose 
these  restrictions  on  previously  approved  drugs  should  he  deter- 
mine that  sufficient  need  exists  for  such  restrictions. 

The  distribution  and  dispensing  requirements  of  the  bill,  in  our 
opinion,  are  still  overdone,  and  the  temptation  to  use  them  routine- 
ly by  a very  conservative  agency  would,  we  fear,  be  almost  irresis- 
table.  Many  significant  new  drugs  will  pose  some  risks.  Thus  the 
agency  could,  with  impunity,  initially  restrict  many  newly  ap- 
proved drugs  to  specialists  working  in  sophisticated  medical  centers 
and  thus  reassure  itself  that  its  decision  to  allow  marketing  was,  in 
fact,  the  correct  one.  These  limitations  would  effectively  deny  new 
therapy  to  many  licensed  physicians  and  community  pharmacists 
thus  changing  the  character  of  their  practices  and  changing  it 
adversely,  and  also  requiring  their  patients  to  go  elsewhere  or  to  go 
without  therapy.  Special  limitations  should  be  available  only  for 
very  unusual  drugs.  The  Secretary  should  be  required  to  make 
additional  findings  before  imposing  limitations  and  there  should  be 
a maximum  of  one  year  for  such  limitations  when  imposed. 

We  are  pleased  that  the  bill  now  calls  for  the  Secretary  to  review 
the  recommendations  of  the  Joint  Commission  on  Prescription 
Drug  Use  in  considering  various  factors  such  as  possible  alterna- 
tives and  expected  burdens  on  manufacturers  in  developing  surveil- 
lance procedures. 

The  power  to  require  post-approval  scientific  investigations  to 
identify  adverse  reactions  and  evaluate  safety  and  efficacy  must  be 
more  narrowly  drawn.  As  worded,  this  provision  provides  virtually 
limitless  authority  to  require  investigations  as  a condition  to  con- 
tinued marketing.  Post-approval  studies  are  sometimes  appropri- 
ate, but  authority  to  require  them  should  be  well-defined.  It  is 
essential  that  any  legislation  establishing  a new  phase  of  clinical 
studies  clearly  state  its  purposes  and  objectives.  In  addition,  the 
products  should  be  concurrently  available  for  general  use  while  the 
additional  studies  are  being  carried  out.  Many  years  of  experience 
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with  concurrent  marketing  and  surveillance  demonstrates  the 
wisdom  of  this  approach. 

The  criteria  for  approval  of  a newly  developed  drug  have  been 
substantially  broadened  by  a new  definition  of  safety.  This  exten- 
sion of  authority  would  seriously  impede  the  drug  approval  process. 
The  principal  issues  implied  from  animal  investigations  would  no 
longer  be  questions  of  “does  the  drug  work”  or  “is  it  safe  for  its 
intended  purpose.”  Instead  the  criteria  would  demand  considera- 
tion of  such  ambiguous  questions  as  adverse  effects  on  medical 
personnel  and  the  public  health,  adverse  reactions  from  nonintend- 
ed purposes  and  the  relative  benefits  and  risks  of  other  forms  of 
therapy. 

It  is  essential  that  the  bill  make  substantive  revisions  to  facili- 
tate investigational  studies  of  new  compounds.  The  provisions  re- 
garding informal  advice,  voluntary  reliance  on  guidelines  and  in- 
formal resolution  of  scientific  disputes  are  approaches  which  have 
merit.  Still  section  125  makes  no  substantive  revision  in  the  exist- 
ing law,  and  thus,  the  Secretary  would  retain  his  broad  authority 
to  issue  investigational  use  regulations.  This  is  essentially  the 
structure  of  current  law,  and  its  scope  and  breadth  cause  delays  in 
new  drug  research.  The  legislation  should  be  modified  to  eliminate 
FDA  involvement  in  early  clinical  research.  The  monitoring  of 
early  clinical  trials  where  patient  risk  is  so  minor  should  be  as- 
sumed by  private  research  review  committees. 

Senator  Schweiker.  I must  say,  Mr.  Stetler,  that  my  bill  does 
have  a provision  to  do  that,  as  you  may  well  be  aware. 

Mr.  Stetler.  Yes,  we  have  read  that  provision  and  are  generally 
supportive  of  it.  I would  only  like  to  voice  just  one  reservation,  and 
it  is  not  one  that  really  would  effect  our  industry  as  such.  As  we 
read  your  bill,  it  calls  for  licensure  and  some  pretty  strict  surveil- 
lance by  FDA  over  the  local  review  committees  some  of  which 
would  be  part  of  an  academic  institution  or  a major  teaching 
hospital,  we  wonder  if  you  are  not  going  to  get  a fair  amount  of 
resistance  from  those  people.  It  appears  that  maybe  we  are  escap- 
ing from  the  strictures  of  FDA  regulation  and  that  we  are  throw- 
ing them  into  the  lion’s  den  in  our  place. 

But  definitely  the  approach  which  you  have  embodied  in  your 
bill  is  exactly  what  we  are  speaking  to  in  this  comment. 

Senator  Schweiker.  Right.  Thank  you. 

Mr.  Stetler.  A major  provision  of  S.  1075  would  permit  the 
public  to  request  and  participate  in  full  evidentiary  hearings  as  to 
the  approval  decision.  We  do  not  object  to  the  reasonable  involve- 
ment of  public  representatives  during  the  approval  process  and  feel 
that  their  participation  can  contribute  to  better  decisionmaking  by 
the  agency.  It  is  paramount,  however,  that  scientific  decisions  on 
drug  approvals  be  made  by  agency  experts  with  the  input  of  the 
drug  innovator,  medicine  and  other  scientists  and  public  repre- 
sentatives. 

Section  134  of  the  bill  establishes  detailed  procedures  for  obtain- 
ing expert  permits  for  unapproved  drugs.  The  procedures  and  certi- 
fication set  out  in  the  bill  are  now  so  burdensome  that  companies 
wishing  to  supply  foreign  markets  must  consider  whether  it  is 
realistic  from  a sound  business  standpoint  to  continue  or  to  start 
the  production  of  such  products  in  the  United  States.  Legislation 
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should  not  empower  the  Secretary  to  impose  his  judgments  on  the 
health  agencies  of  foreign  governments. 

In  our  view,  the  only  predictable  consequences  of  this  legislation 
are  reduced  capital  investment  in  the  United  States,  fewer  jobs  and 
a decrease  in  the  pharmaceutical  industry's  otherwise  favorable 
contribution  to  the  balance  of  payments.  We  ask  that  the  export 
provision  be  revised. 

Although  negligence  would  have  to  be  shown  before  an  individu- 
al could  be  held  criminally  liable  such  persons  may  be  fined  in  civil 
actions  by  the  Secretary  merely  on  a showing  that  a violation 
occurred  and  that  the  persons  charged  held  a responsible  position. 
It  need  not  be  shown  that  the  person  committed  the  violative  act  or 
even  knew  it  had  been  committed.  Indeed,  he  may  have  taken  steps 
to  assure  that  employees  not  commit  such  acts.  The  action  may  be 
taken  by  the  Secretary  without  resort  to  the  courts. 

While  we  have  no  objection  to  court  imposed  civil  penalties 
against  violators  where  negligence  is  shown,  we  feel  it  most  unwise 
and  unfair  to  give  the  agency  charged  with  detecting  alleged  viola- 
tions the  authority  to  be  its  own  judge,  jury,  and  prosecutor  in 
actions  where  no  fault  need  be  established. 

Finally,  we  think  there  is  one  significant  omission  in  S.  1075  and 
that  is  its  failure  to  mandate  specific  requirements  that  must  be 
met  by  second  manufacturers  of  an  approved  product.  At  the  very 
minimum,  applicants  for  approval  of  a previously  marketed  prod- 
uct should  be  required  to  submit  in  vivo  bioavailability  and  bioe- 
quivalence evidence.  Also,  the  legislation  should  include  a provi- 
sion for  Federal  preemption  of  State  laws  regulating  drugs. 

Thank  you,  Senator,  and  we  will  be  glad  to  submit  amendments 
to  this  specific  bill,  and  now  then,  on  your  proposal  we  would  be 
glad  to  answer  questions  or  just  comment  generally. 

Senator  Sckweiker.  Well,  you  could  start  out  with  a general 
statement  if  you  like,  if  you  are  prepared  to  make  a few  comments 
generally  on  my  bill,  I would  appreciate  it. 

Mr.  Stetler.  We  certainly  support  and  think  that  this  provision 
of  your  bill  is,  in  many  respects  fairly  close  to  1075  in  that  you 
have  cured  the  major  problem  that  we  had  last  year  with  the 
administration  bill  which  was  the  full  disclosure  of  all  our  data. 
You  now  propose  the  disclosure  of  a summary  to  the  public, 
making  fully  available  to  the  FDA,  of  course,  and  its  advisory 
committees  the  full  data  that  has  been  submitted  in  support  of  the 
NDA.  We  certainly  support  that  provision,  as  a matter  of  fact,  we 
think  that  really  was  the  conclusion  that  everybody  came  to  last 
year.  It  is  proper  to  be  incorporated  in  new  legislation. 

The  part  of  your  bill  that  not  only  provides  for  additional  use  of 
advisory  committees  but  permits  the  innovator  or  the  source  of  the 
product  to  request  the  intervention  of  such  advisory  committees  is 
a definite  improvement  in  our  opinion.  That  is  a provision  that  we 
have  long  thought  would  facilitate  the  early  approval  of  drugs. 

And  when  we  have  a basic  disagreement  with  FDA  and  it  is  a 
matter  of  judgment,  this  gives  us  an  opportunity  to  call  in  a body 
of  expertise  that  can  render  a judgment  with  the  FDA  still  being  in 
the  position  to  decide  whether  to  accept  or  reject  the  advice. 

We  did  talk  about  the  provisions  of  your  bill  with  respect  to  the 
institutional  review  boards  and  the  only  comment  I would  make  is 
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the  one  I mentioned  earlier — it  is  a little  heavyhanded  and  restrict- 
ed as  far  as  the  local  committees  themselves  are  concerned. 

Senator  Schweiker.  Let  me  ask  a question  about  researching 
radiopharmaceuticals.  I understand  FDA  is  using  private  review 
committees  to  approve  and  monitor  early  stages  of  research  in  that 
area.  Has  the  PMA  had  much  experience  with  how  that  approach 
is  working  with  radiopharmaceutical  drugs? 

Mr.  Stetler.  I will  ask  Dr.  Adams  if  he  has  a comment  on  that.  I 
do  not  think  we  have. 

Dr.  Adams.  I am  not  completely  familiar  with  that  procedure, 
but  it  is  my  understanding  that  certain  reponsibilities  are  delegat- 
ed to  the  equivalent  of  an  institutional  review  board  of  people  who 
are  expert  in  the  use  of  radiopharmaceuticals,  and  to  my  knowl- 
edge, Senator,  that  system  has  worked  and  worked  very  well. 

Senator  Schweiker.  Please  continue. 

Mr.  Stetler.  I guess  the  last  comment  that  occurs  to  me  refers  to 
the  provision  in  your  draft  that  would  provide  a 5-year  period  of 
exclusivity.  That  is  that  the  second  manufacturer  could  not  use  or 
traffic  on  the  innovative  efforts  of  the  person  that  prepared  and 
processed  the  new  drug  application.  That  proposal  is  very  definitely 
supported  by  us.  Five  years  is  an  arbitrary  period.  It  may  be  too 
short.  Some  people  talk  in  terms  of  5,  7,  or  10  years.  There  should 
be  a reasonable  period  where  the  party  that  has  invested  all  the 
time,  money,  and  effort  into  getting  a new  drug  approved  should 
have  some  period  of  exclusivity,  recognizing  that  during  that  time 
any  other  manufacturer  could  provide  additional  material. 

We  do  feel,  and  it  was  the  last  comment  we  made  in  our  state- 
ment, we  said  there  was  one  serious  omission  in  S.  1075.  We  think 
it  is  perfectly  appropriate,  even  after  that  5-,  7-,  or  10-year  period 
for  any  manufacturer  who  wants  to  put  his  drug  on  the  market  be 
required  by  FDA  to  supply  a certain  quantum  of  proof. 

And  it  is  not  all  that  difficult.  It  does  not  put  a lot  of  people  at 
risk  to  do  additional  clinical  investigations,  but  some  of  the  so- 
called  paper  ANDA’s  that  are  now  being  processed  and  some  of  the 
discussions  as  to  FDA’s  future  plans  in  this  regard  give  us  some 
concern. 

Senator  Schweiker.  In  regard  to  your  last  statement  about  re- 
quiring a level  of  proof,  I concur  with  that.  Now,  under  the  provi- 
sions of  my  bill,  we  do  require  second  manufacturers  to  meet 
certain  standards,  including  standards  of  identity,  strength,  qual- 
ity, purity,  stability,  bioavailability,  and  bioequivalence.  Is  that  the 
kind  of  thing  that  you  mean?  Did  you  have  any  other  thoughts 
about  what  should  be  required,  in  addition  to  that  list  of  stand- 
ards? 

Mr.  Stetler.  Senator,  I fail  to  find  the  term  “bioequivalence”  in 
your  bill.  The  term  “bioavailability”  is  there,  but  that  can  be 
variously  interpreted  to  include  only  an  in  vitro  study.  Bioequiva- 
lence, by  definition,  would  be  an  in  vivo  study,  a limited  trial  for 
determining  blood  levels  and  urinary  excretion  rates. 

Senator  Schweiker.  Would  you  explain  the  difference  between 
the  two  terms?  You  are  right.  One  is  in  the  bill  and  one  is  not.  I 
would  like  to  know  what  you  perceive  as  the  difference  and  why 
both  should  be  required.  I gather  you  are  telling  me  both  should  be 
mentioned  in  the  bill. 
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Dr.  Adams.  Bioavailability  could  be  defined  simply  as  the  avail- 
ability of  the  drug  following  ingestion,  and  it  could  be  measured  by 
various  methods  either  in  vitro  or  in  vivo. 

Bioequivalence 

Senator  Schweiker.  Could  you  put  that  in  layman’s  terms? 

Dr.  Adams.  In  vitro  is  outside  of  the  body.  In  vivo  is  inside  of  the 
body. 

Bioequivalence  can  be  defined  as  comparative  bioavailability,  but 
in  most  instances,  and  as  usually  defined,  it  implies  either  an 
animal  or  a human  test  to  determine  blood  levels  of  the  drug 
following  ingestion  and  also  its  urinary  excretion  rate.  The  differ- 
ence between  the  amount  absorbed  and  the  amount  excreted  essen- 
tially tells  you  how  much  of  the  drug  is  getting  to  the  tissue  or  to 
the  organ  where  it  produces  its  effect.  It  is  truly  the  best  presump- 
tive test  of  therapeutic  equivalence  of  the  safety  and  efficacy  of  the 
drug  compared  to  the  product  on  which  full  safety  and  efficacy 
trials  had  originally  been  done. 

Senator  Schweiker.  Now,  with  respect  to  your  last  definition  of 
bioequivalence.  Is  that  demonstrable  only  on  the  basis  of  tests  in 
humans? 

Dr.  Adams.  Generally,  yes. 

Senator  Schweiker.  How  do  you  demonstrate  it? 

Dr.  Adams.  These  tests  could  be  done  in  normal  human  subjects. 
There  would  not  be  a large  number  of  subjects  required  for  this 
type  of  testing. 

Senator  Schweiker.  How  many? 

Dr.  Adams.  Five  to  ten.  One  could  obtain  meaningful  blood 
serum  levels  and  urinary  excretion  rates  to  establish  the  profile  of 
that  drug  compared  to  a reference  standard  which  is  generally  the 
product  of  the  originator. 

Senator  Schweiker.  Now,  please  explain  for  the  record,  because  I 
think  this  is  the  key  issue  you  are  talking  about;  explain  for  the 
record  why  something  may  be  chemically  the  same  but  yet  not  be 
bioequivalent. 

Dr.  Adams.  The  availability  of  the  drug  after  ingestion  depends 
on  the  way  in  which  it  is  formulated,  and  that  is  a very  precise 
science,  but  it  is  also  an  art.  For  example,  it  would  be  possible  in 
compressing  tablets  to  compress  them  much  too  tightly,  and  as  a 
result,  you  would  have  the  equivalent  of  a rock  in  your  stomach 
which  would  never  dissolve  and  therefore,  would  not  produce  its 
desired  effect. 

So  that  the  difference  that  one  sees  in  absorption  is  due  to  the 
formulation.  It  is  a very  precise  science,  although  there  is  some  art 
involved  in  it.  The  only  way  one  can  be  certain  is  either  to  conduct 
full  safety  and  efficacy  trials,  as  is  done  by  the  innovator,  or  at  the 
very  least  to  conduct  blood  serum  studies  to  establish  that  the 
second  product  or  the  third  product  is  actually  absorbed  and  gets 
into  the  blood  stream. 

Senator  Schweiker.  Let’s  put  the  time  limit  issue  aside  for 
awhile,  because  I realize  some  people  say  5 years,  some  people  say 
7,  some  people  say  10,  and  I understand  what  the  association’s 
position  might  be  in  that  respect.  Forgetting  that  issue  for  the 
moment,  am  I correct  in  summing  up  the  association’s  position  this 
way:  You  are  saying  that  as  long  as  these  kinds  of  standards, 
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including  bioequivalence  testing  are  met,  that  is  what  you  mean 
when  you  say  there  should  be  some  kind  of  quantum  of  proof  for 
approval  of  second  manufacturer’s  drugs,  without  full  NDA  test- 
ing? Is  that  what  you  are  saying? 

Mr.  Stetler.  That  is  correct.  We  would  like  to  study  your  bill 
much  more  carefully  so  that  we  can  submit  what  we  hope  will  be 
helpful  comments  and  discuss  it  in  much  greater  detail,  because 
there  are  many  parts  of  it  that  we  find  we  can  support. 

Senator  Schweiker.  You  expressed  some  concern  about  the  issue 
of  post-marketing  surveillance.  What  percentage  of  drugs  now  face 
some  kind  of  post-marketing  surveillance  or  post-marketing  study 
requirements  as  a condition  of  FDA  approval? 

Mr.  Stetler.  I would  say  lately  the  common  practice  at  FDA  has 
been  to  require  these  studies.  It  is  something  that  you  do  not 
negotiate.  If  you  have  a new  product  and  you  have  put  all  of  the 
necessary  money  and  effort  into  the  research  you  will  comply  with 
FDA’s  request.  The  drug  can  be  held  up,  held  hostage  and  many 
studies  can  be  demanded  prior  to  release.  That  has  happened  more 
frequently  than  previously. 

We  do  not  think  that  that  should  be  just  a matter  of  discretion 
or  opinion  by  the  individual  within  Food  and  Drug  Administration 
who  decides  how  tough  it  should  be  made  on  you  before  you  can  get 
your  drug  on  the  market.  Lately,  it  has  been  a common  practice. 

Senator  Schweiker.  We  have  heard  a lot  about  drug  lag,  and  I 
know  you  have  testified  previously  on  that  issue.  Have  you  noted 
any  improvement  in  FDA  approval  times  for  the  more  important 
new  drugs  in  recent  years? 

Mr.  Stetler.  In  my  opinion,  there  has  been.  It  is  still  a problem, 
but  if  you  try  to  equate  it  with  4 or  5 years  ago,  I think  there  has 
been  an  improvement.  We  are  looking  forward,  as  you  are,  to  this 
GAO  study  on  the  drug  lag.  I think  that  should  be  helpful  to  all  of 
us  to  more  clearly  delineate  the  current  dimensions  of  the  problem. 

Senator  Schweiker.  What  more  can  you  say  about  the  drug  lag 
issue?  I realize  there  is  a GAO  report  pending  that  should  be 
coming  out  soon,  but  is  there  anything  more  you  feel  from  the 
industry  standpoint  ought  to  or  can  be  done  to  speed  up  drug 
approval  decisions?  Are  there  some  other  steps  we  should  be 
taking? 

Mr.  Stetler.  I think  some  of  them  are  contained  in  both  yours 
and  Senator  Kennedy’s  bill.  I have  always  felt  that  to  make  the 
very  tough,  hard  decisions  that  have  to  be  made  by  FDA  that  have 
been  mandated  by  the  1962  amendments,  they  are  going  to  have  to 
have  more  access  to  and  use  more  effectively  outside  expertise.  I do 
not  know  of  any  other  way  in  which  you  are  going  to  get  these 
tough  decisions  made  than  to  give  those  folks  in  FDA  who  have  no 
compensation,  no  credit  a lot  of  blame  if  they  do  it  wrong.  Every 
individual  that  is  human  would  react  the  same  way.  They  are 
going  to  be  extremely  careful,  overly  careful. 

To  give  them  some  kind  of  support  to  make  that  decision  and 
help  back  it  up  and  share  some  of  the  blame  if  it  is  wrong,  they 
have  got  to  have  a lot  of  outside  expert  advisory  help,  and  I think 
everybody  is  pointing  in  that  direction. 

One  place  the  drug  lag,  I think,  is  a problem  and  it  appears  to 
me,  that  is  when  you  look  at  the  export  provision.  One  of  the 


509 


problems  with  respect  to  the  export  of  drugs  is  the  slowness  in 
which  some  of  these  products  have  been  approved  in  the  United 
States  as  compared  with  other  countries  where  they  have  very 
sophisticated  approval  procedures. 

If  the  provisions  in  S.  1075  were  adopted,  I think  we  would  really 
be  exporting  our  drug  lag  worldwide.  That  is  why  we  have  a lot  of 
trouble  with  the  restrictions  as  they  are  now  in  the  bill. 

Senator  Schweiker.  But  you  did  say,  as  I recall,  that  you  would 
favor  following  the  export  provisions  of  the  Medical  Devices  law,  is 
that  correct? 

Mr.  Stetler.  Yes,  which  does  really  recognize  the  capabilities  of 
various  governments.  If  they  have  a very  capable  FDA  mechanism 
in  their  own  country,  we  would  suggest  that  the  Secretary  not 
second  guess  them.  But  if  we  are  dealing  with  an  underdeveloped 
country  that  may  not  be  able  to  make  the  decisions  appropriately, 
then  we  would  leave  it  to  the  Secretary  to  make  the  decisions,  but 
not  lump  all  foreign  markets  in  one  category. 

Senator  Schweiker.  One  other  area  of  my  bill  that  we  have  not 
yet  discussed  and  I would  like  to  have  your  opinion  on  is  my 
provision  to  give  FDA  the  discretion  to  use  detailed,  comprehensive 
summaries  instead  of  raw  data  as  the  basis  for  drug  approvals, 
with  two  important  provisos — first,  that  the  individual  case  reports 
would  still  be  available  if  FDA  wants  them,  and  second,  any  com- 
pany that  submits  a materially  false  or  misleading  summary  could 
be  penalized  severely.  What  is  your  reaction  to  that  provision? 

Mr.  Stetler.  We  have  supported  for,  I cannot  tell  you  how  many 
years,  the  concept  of  a certified  summary.  I know  at  least  10  years 
ago  we  suggested  it  as  one  way  to  reduce  the  burden  on  FDA  and 
put  the  obligation  back  on  the  sponsor. 

The  outcome,  about  6 years  ago,  was  the  acceptance  of  the  certi- 
fied summary  concept,  but  just  as  another  layer  with  the  submis- 
sion of  all  the  data  required  as  well.  So  that  the  whole  theory  was 
destroyed.  But  definitely,  we  think  that  is  a good  concept. 

Senator  Schweiker.  Going  back  to  the  provision  for  an  abbrevi- 
ated application  procedure  for  post-1962  drugs,  what,  in  your  judg- 
ment, is  justification  for  requiring  second  manufacturers  of  previ- 
ously approved  drugs  to  submit  safety  and  efficacy  data?  Is  there 
any  justification? 

Mr.  Stetler.  Absolutely. 

Senator  Schweiker.  What  is  your  rationale  for  that? 

Mr.  Stetler.  There  are  a lot  of  manufacturers,  many  of  them 
quite  good  and  many  of  them  marginal  operators,  some  not  good  at 
all.  Just  because  someone  decides  to  put  a drug  on  the  market  does 
not  suddenly  endow  them  with  all  of  the  capabilities  needed  to  do 
that  properly.  And  because  a fully  qualified  manufacturer  has 
proven  earlier  the  safety,  efficacy  and  bioavailability  of  his  product 
cannot  be  automatically  transposed  on  the  next  comer. 

Dr.  Adams  said  that  the  second  manufacturer  has  to  have  the 
capabilities  and  the  manufacturing  techniques  of  producing  a prod- 
uct which  might  be  chemically  equivalent  in  a way  which  is  going 
to  be  effective  when  it  is  consumed  by  the  individual. 

So  merely  as  a protection  to  the  public,  we  think  FDA  should  be 
required  to  make  that  second  manufacturer  come  up  with  some 
proof.  We  are  not  trying  to  construct  a high  hurdle  that  nobody 
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could  possibly  get  over  without  duplicating  all  of  the  NDA  materi- 
al, but  in  the  interest  of  the  public  health  and  in  the  interest  of  a 
good  quality  drug  supply  in  the  United  States,  some  testing  is 
imperative. 

Senator  Schweiker.  Have  there  been  problems  with  antibiotic 
drugs  because  we  do  not  require  such  data  under  present  law? 

Mr.  Stetler.  There  have  been  problems  with  antibiotic  drugs. 

Senator  Schweiker.  Because  we  do  not  require  such  data. 

Dr.  Adams.  Yes;  there  have  been  problems  with  antibiotic  drugs, 
Senator  Schweiker.  As  a matter  of  fact,  approximately  six  months 
ago  FDA  had  to  impose  bioequivalance  and  bioavailability  require- 
ments on  some  of  the  batch  approved  antibiotics  because  of  their 
inequivalence. 

Senator  Schweiker.  What  is  the  current  situation  in  terms  of 
pharmaceutical  research  done  in  this  country  and  overseas?  We 
have  heard  a lot  of  comments  about  trends  in  this  area.  What  is 
your  assessment  of  what  is  happening  to  pharmaceutical  research 
in  this  country  vis-a-vis  or  other  countries?  Is  more  research  being 
done  abroad? 

Mr.  Stetler.  There  is  an  increased  percentage  of  research  by 
U.S.  companies  being  taken  overseas.  Part  of  that  is  because  of 
some  requirements  that  exist  in  overseas  countries  to  get  a U.S. 
company’s  products  marketed  over  there.  So  that  naturally  re- 
quires you  to  export  some  of  your  research.  Some  of  it  is  because  of 
the  delays  and  the  difficulties  we  have  with  the  FDA,  but  I do  not 
want  not  to  overstate  that. 

I think  some  people  have  tended  to  try,  as  a scare  tactic,  to  say 
all  our  research  is  going  overseas.  I think  the  percentage  has  gone 
up,  but  not  as  drastically  as  some  may  have  alleged.  However,  how 
long  that  situation  would  persist,  I do  not  know. 

I do  think  if  a lot  of  new  controls  and  authorities  were  given  to 
FDA  that  further  complicated  the  ability  of  a U.S.  manufacturer  to 
perform  in  the  research  area,  it  would  not  be  a surprise  if  he 
started  to  take  more  of  his  research  overseas. 

Senator  Schweiker.  As  of  right  now,  where  is  the  bulk  of  phar- 
maceutical research  in  the  world  being  done?  Any  two  or  three 
countries? 

Mr.  Stetler.  You  mean  U.S.  companies  or  all  companies? 

Senator  Schweiker.  In  a country-by-country  comparison,  where 
would  you  assess,  in  some  kind  of  rough  order,  most  of  the  pharma- 
ceutical research  is  being  done? 

Mr.  Stetler.  The  United  States  would  be  first. 

Dr.  Adams.  The  United  States  would  be  first,  I am  sure,  Senator 
Schweiker. 

Mr.  Stetler.  Then  you  have  Germany,  Switzerland,  France,  Eng- 
land, the  highly  developed  countries  including  Japan. 

Senator  Schweiker.  Have  there  been  any  significant  shifts? 
Have  any  countries  moved  up  particularly,  increasing  their  share? 

Dr.  Adams.  Germany,  United  Kingdom  probably  would  be  the 
two  where  there  have  been  marked  shifts. 

Senator  Schweiker.  We  have  received  some  comments  indicating 
that  pharmacies  are  having  a difficult  time  getting  enough  copies 
of  patient  package  inserts  from  manufacturers.  Are  you  aware  that 
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this  has  been  a problem?  What  can  a pharmacist  do  if  he  needs 
more  inserts? 

Mr.  Stetler.  I really  do  not  know  that  it  is  a problem.  If  it  had 
been  of  any  significance,  I am  sure  we  would  be  one  of  the  first  to 
hear  of  it.  There  are  still  only,  you  know,  a few  products  where 
patient  package  inserts  are  required,  and  to  the  best  of  my  knowl- 
edge, they  have  been  available. 

The  major  complaints  have  been  that  different  sources,  where 
you  have  a multisource  drug,  have  different  patient  package  in- 
serts, and  it  is  a burden  for  the  pharmacy  and  the  wholesaler  to 
try  and  cope  with  multiple  patient  package  inserts.  But  an  actual 
shortage  of  inserts  I am  not  familiar  with. 

Senator  Schweiker.  Mr.  Bolger,  from  the  National  Association  of 
Chain  Drug  Stores,  who  is  going  to  testify  later  on  today,  has 
raised  this  point.  I do  not  know  the  details. 

As  far  as  you  are  concerned,  you  are  not  aware  of  a problem? 

Mr.  Stetler.  Mr.  Bolger  and  I are  in  constant  communication.  I 
am  sure  he  would  have  been  on  my  back  long  ago  if  it  had  been  a 
real  serious  problem. 

Senator  Schweiker.  Senator  Metzenbaum,  I have  about  finished. 
Do  you  have  any  questions  at  this  point? 

Senator  Metzenbaum.  I could  not  think  of  anything  more  inap- 
propriate than  my  having  just  walked  in  the  room  and  starting  to 
ask  questions  when  I did  not  hear  the  testimony. 

Thank  you  very  much. 

Senator  Schweiker.  Chairman  Kennedy  should  be  coming  mo- 
mentarily and  he  may  want  to  ask  some  questions.  Joe,  if  you 
would  not  mind,  maybe  we  will  just  excuse  you  for  a few  minutes.  I 
hope  you  will  be  able  to  stay  in  the  room  a bit  longer. 

Senator  Metzenbaum.  Excuse  me,  Senator. 

Senator  Schweiker.  Senator  Metzenbaum? 

Senator  Metzenbaum.  As  a cosponsor  of  the  Drug  Regulation 
Reform  Act  of  1979, 1 am  pleased  to  participate  in  this,  the  final  set 
of  hearings  on  an  important  legislative  proposal.  A careful  investi- 
gation by  this  subcommittee  over  the  past  5 years  has  uncovered 
several  deficiencies  in  our  drug  approval  and  usage  policy. 

It  has  been  demonstrated  that  American  patients  are  severely 
lacking  in  objective  information  about  the  drugs  they  use.  This 
lack  of  information  can  adversely  affect  the  health  of  patients 
through  either  nonuse  or  abuse. 

This  legislation  offers  one  solution  to  this  problem  by  mandating 
that  information  packets  about  a drug  prescribed  be  given  to  a 
patient.  Such  patient  packet  inserts  will  help  educate  patients 
about  the  risks  and  benefits  of  the  drug  therapies  prescribed  by 
their  physicians. 

We  have  also  seen  that  the  approval  process  for  new  drugs  is 
often  too  slow,  too  unpredictable,  and  too  rigid.  This  legislation 
attempts  to  minimize  the  premarketing  approval  process  by  provid- 
ing mechanisms  for  closer  postmarketing  surveillance.  This  process 
would  allow  new  drugs  to  come  on  the  market  more  quickly  while 
at  the  same  time,  insuring  their  safety  and  effectiveness. 

Another  problem  that  this  legislation  attempts  to  solve  is  the 
virtual  exclusion  of  the  American  public  from  the  drug  regulatory 
process.  Public  input  to  the  decisions  of  the  FDA  is  not  possible 
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under  the  current  system.  However,  this  legislation  would  require 
that  consumers  be  allowed  to  comment  on  new  drug  applications. 

Other  issues  that  the  bill  addressed  include  the  establishment  of 
a national  center  for  drug  science,  provisions  for  education  and 
continuing  education  of  physicians  in  how  to  use  drugs,  provisions 
for  easing  the  way  onto  the  market  of  breakthrough  drugs. 

The  legislation  before  us  would  modify  the  Nation’s  drug  laws  to 
alleviate  these  and  other  shortcomings.  While  the  bill  does  have 
some  provisions  that  require  further  study,  I believe  that  on  the 
whole  this  legislation  provides  the  framework  to  resolve  the  cur- 
rent difficulties.  I look  forward  to  the  testimony  we  will  receive 
over  the  next  2 days  and  I sincerely  hope  we  can  make  these 
needed  changes  this  year. 

I would  now  like  to  just  explore  one  point  Mr.  Stetler.  I under- 
stand that  you  feel  that  the  export  provision  is  too  strict.  I have 
some  difficulty  with  the  export  provisions  in  the  bill  as  is.  Would 
you  be  good  enough  just  to  indicate  why  you  feel  it  creates  prob- 
lems for  you? 

Mr.  Stetler.  Yes.  We  believe  that,  in  many  of  the  foreign  mar- 
kets, such  as  England,  Germany,  Switzerland,  Japan,  where  they 
have  their  own  very  sophisticated  FDA  mechanisms,  that  they  are 
quite  capable  of  deciding  what  they  perceive  to  be  the  safe  and 
effective  drugs  that  they  want  to  be  available  and  used  in  their 
countries. 

We  think  as  long  as  those  countries  have  an  opportunity  to 
request  the  importation  of  these  drugs  into  their  country,  that  is 
sufficient. 

Senator  Metzenbaum.  What  do  you  do  about  the  countries  that 
do  not  have  the  advanced  technology  for  drug  testing  that  the 
countries  you  mentioned  have.  It  is  in  these  countries  where  the 
main  problem  is,  as  I see  it. 

Mr.  Stetler.  As  we  say  in  our  testimony,  we  like  some  of  the 
provisions  that  were  considered  back  when  the  device  legislation 
was  considered.  In  those  situations,  we  believe  that  the  U.S.  au- 
thority, the  FDA  commissioner  should  be  permitted  to  make  that 
decision. 

But  we  would  separate  countries.  We  would  not  put  all  the 
foreign  governments  into  one  category. 

Senator  Metzenbaum.  You  would  say  that  where  the  recipient 
government  does  not  have  the  technological  or  pharmacological 
kind  of  information  needed  or  the  expertise,  that  then  you  feel  that 
the  provisions  of  the  bill  should  be  applicable? 

Mr.  Stetler.  Right. 

Senator  Metzenbaum.  Do  you  feel  that  the  provisions  of  the  bill 
are  perhaps  even  in  that  respect  too  weak?  I have  not  had  a chance 
to  read  your  testimony,  but  I have  difficulty  with  the  whole  ques- 
tion of  exporting  drugs  to  third  world  countries  that  we  do  not 
think  are  safe  enough  and  will  not  permit  to  be  used  in  our  own 
country.  And  I am  not  quite  sure  I get  the  rationale  of  this  section 
of  the  bill. 

Mr.  Stetler.  In  those  countries  where  there  is  that  problem,  we 
would  agree  that  the  FDA  should  be  allowed  to  make  a decision  as 
whether  it  is  appropriate  for  any  specific  drugs  to  be  shipped  in 
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advance  of  having  full  approval  in  the  United  States.  We  do  not 
quarrel  with  that. 

But  where  we  are  dealing  with  a highly  sophisticated  foreign 
market,  we  think  it  is  wrong  to  superimpose  our  decisions  on  that 
country. 

Senator  Metzenbaum.  Whereabouts  in  your  testimony  do  you 
address  yourself  to  this  problem? 

Mr.  Stetler.  Page  9,  top  of  the  page,  Export  of  Drugs. 

Senator  Metzenbaum.  I may  have  some  written  questions  that  I 
would  like  to  submit  to  you  after  the  hearing. 

Mr.  Stetler.  I will  be  glad  to  answer  them. 

Senator  Schweiker.  I wonder  if,  at  this  point,  Joe,  you  would 
mind  just  stepping  aside  but  remaining  available  in  the  event  that 
Chairman  Kennedy,  who  will  be  here  momentarily,  has  a few 
questions. 

Mr.  Stetler.  I plan  to  stay  while  the  next  two  witnesses  testify 
anyhow. 

Senator  Schweiker.  Thank  you  very  much.  We  appreciate  your 
testimony  here  and,  again,  wish  you  well  in  your  new  endeavor. 

Mr.  Stetler.  Thank  you. 

[The  prepared  statement  of  Mr.  Stetler  and  analysis  and  critique 
referred  to  follow:] 
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Testimony  of  C.  Joseph  Stetler,  President 
Pharmaceutical  Manufacturers  Association 

Before  the  Subcommittee  on  Health  and  Scientific  Research 
Senate  Committee  on  Labor  and  Human  Resources 

On  the  Drug  Regulation  Reform  Act  of  1979 
S.  1075,  96th  Congress 

May  18,  1979 

Mr.  Chairman  and  Members  of  the  Subcommittee: 

I am  C.  Joseph  Stetler,  President  of  the  Pharmaceutical 
Manufacturers  Association  on  whose  behalf  I am  appearing  today. 
With  me  are  Dr.  John  Adams,  PMA/s  Vice  President  for  Scientific 
and  Professional  Relations,  and  Neil  Mulcahy,  Associate  PMA 
General  Counsel. 

We  appreciate  the  opportunity  to  present  our  views  on  S.  1075, 
96th  Congress,  the  Drug  Regulation  Reform  Act  of  1979.  As 

INDICATED  IN  OUR  TESTIMONY  LAST  YEAR,  WE  BELIEVE  THAT  APPROPRIATE 
REVISIONS  OF  OUR  FEDERAL  LAWS  REGARDING  THE  INTRODUCTION  AND 
MARKETING  OF  PHARMACEUTICALS  ARE  NEEDED  IF  THIS  COUNTRY  IS  TO 
FOSTER  AN  ATTRACTIVE  ENVIRONMENT  FOR  NEW  DRUG  DISCOVERY  AND  DEVEL- 
OPMENT AND  TO  SPEED  THE  RESULTS  OF  PRIVATE  RESEARCH  TO  PATIENTS 
BOTH  HERE  AND  ABROAD.  WE  FELT  ALONG  WITH  OTHERS  THAT  THE  ADMINIS- 
TRATION'S BILL  OF  LAST  YEAR  WAS  SERIOUSLY  FLAWED.  SINCE  S.  1095, 
INTRODUCED  IN  THIS  CONGRESS,  IS  ALMOST  IDENTICAL,  WE  HAVE  THE  SAME 
RESERVATIONS,  THEREFORE,  WE  WILL  LIMIT  OUR  COMMENTS  TODAY  TO 

S.  1075,  96th  Congress, 
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The  new  bill  embodies  a much  better  approach  to  revising  the 

FEDERAL  FOOD,  DRUG  AND  COSMETIC  ACT  IN  THAT  IT  SEEKS  TO  AMEND  EXISTING 
LAW,  RATHER  THAN  COMPLETELY  REWRITE  IT.  In  OUR  VIEW,  A TOTALLY  NEW 
AND  UNTRIED  LEGAL  MECHANISM  WOULD  CREATE  MORE  PROBLEMS  THAN  SOLUTIONS 
FOR  BOTH  THE  FDA  AND  THE  INDUSTRY. 

We  believe  that  S.  1075  is  a marked  improvement  over  last  year's 

BILL  AND  THAT  IT  REFLECTS  MANY  OF  THE  VIEWS  OFFERED  BY  INTERESTED 
PARTIES  IN  HEARINGS  IN  THE  LAST  CONGRESS.  An  OBJECTIVE  ANALYSIS  OF 
THE  HEARING  RECORD  TO  DATE  REVEALS  THAT  NOT  ONE  ORGANIZATION  OR 
SPECIAL  INTEREST  GROUP  WAS  FULLY  SUPPORTIVE  OF  THE  ADMINISTRATION'S 

bill.  While  more  remains  to  be  done  if  there  is  to  be  legislation 

WHICH  FULLY  REFLECTS  THE  PUBLIC  INTEREST  AND  THE  LEGITIMATE  CONCERNS 
OF  HEALTH  PROFESSIONALS  AND  THE  REGULATED  INDUSTRY,  WE  BELIEVE  THAT 
S.  1075  CAN  BE  MODIFIED  TO  ELIMINATE  WHAT  WE  PERCEIVE  TO  BE  ITS 
SHORTCOMINGS. 

The  bill  encompasses  a significant  number  of  concepts  which  we 

BELIEVE  WOULD  RESULT  IN  IMPROVEMENTS  TO  THE  DRUG  LAWS.  We  CANNOT 
COMMENT  ADEQUATELY  ON  EACH  OF  THESE  CONCEPTS  IN  OUR  BRIEF  ORAL 
PRESENTATION  TODAY,  AND  THEREFORE  I WOULD  REQUEST  THAT  THE  MAY  1979 
PMA  ANALYSIS  AND  CRITIQUE  OF  THE  BILL  AND  OUR  UNABRIDGED  STATEMENT 
BE  INCLUDED  IN  THE  HEARING  RECORD. 

Some  of  the  more  significant  concepts  in  S.  1075  which  have  our 
support  include: 
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RfTENT I ON  OF  THE  FUNDAMENTAL  SYSTEM  OF  GOVERNMENT  APPROVAL 
OF  APPLICATIONS  SUBMITTED  BY  INDIVIDUAL  MANUFACTURERS.  PMA  HAS 
PREVIOUSLY  EXPRESSED  ITS  SERIOUS  RESERVATIONS  ABOUT  AN  UNTRIED 
MONOGRAPH-LICENSURE  APPROACH  AND  THE  MODIFICATIONS  TO  SUCH  AN 
APPROACH  PROPOSED  DURING  THE  PREVIOUS  CONGRESS.  IMPROVEMENTS 
IN  THE  NEW  DRUG  APPROVAL  SYSTEM  ARE  NEEDED  — BUT  NOT  A TOTALLY 
DIFFERENT  OR  THEORETICAL  APPROACH. 

The  LIMITATIONS  ON  PUBLIC  DISCLOSURE  OF  RAW  SAFETY  AND 
EFFICACY  DATA  SUBMITTED  BY  INNOVATORS  IN  SUPPORT  OF  A NEW  DRUG 
APPLICATION.  S.  1075  APPEARS  TO  ACCOMMODATE  A FUNDAMENTAL 
CONCERN  OF  RESEARCH-BASED  MANUFACTURERS,  SCIENTISTS  AND  OTHERS, 
NAMELY  PRESERVING  CONFIDENTIALITY  OF  COMMERCIAL  TRADE  SECRET 
INFORMATION.  THE  BILL,  AT  THE  SAME  TIME,  WOULD  ALLOW  FOR 
PUBLIC  PARTICIPATION  IN  DRUG  APPROVAL  DECISION-MAKING  AND  THE 
DISCLOSURE  OF  SUMMARY  DATA.  THESE  ARE  REASONABLE  PROVISIONS. 

By  AND  LARGE,  THE  RESTRICTIONS  IN  THE  BILL  OVER  PROMOTIONAL 
PRACTICES  HAVE  OUR  SUPPORT.  We  DO  HAVE  SOME  SUGGESTED  AMENDMENTS 
CONCERNING  SAMPLING  AND  CONTROL  OF  PROMOTIONAL  MATERIAL,  BUT 
FUNDAMENTALLY  AGREE  WITH  THE  NEED  FOR  STATUTORY  RESTRICTIONS  OVER 
SOME  MARKETING  PRACTICES.  MANY  OF  THES^,  INCIDENTALLY,  HAVE  BEEN 
GENERALLY  ABANDONED  IN  RECENT  YEARS  BY  MUCH  OF  THE  INDUSTRY. 

The  providing  of  written  information  to  patients  regarding 

DRUG  THERAPY.  ALTHOUGH  THIS  SUBJECT  REQUIRES  ADEQUATE  FIELD 
TESTING,  BROADER  NON- GOVERNMENT  PARTICIPATION,  AND  CAUTION  IN 
IMPLEMENTATION,  WE  DO  SUPPORT  THE  OBJECTIVE. 
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The  provision  allowing  drug  sponsors  to  obtain  drug 

DEVELOPMENT  ADVICE  ALONG  WITH  PROVISIONS  FOR  INFORMAL  RESOLU- 
TION OF  SCIENTIFIC  DISPUTES  AND  THE  OPTION  TO  RELY  ON  THE 

Secretary's  written  guidelines  in  conducting  clinical  research. 
Greater  use  of  advisory  committees  is  also  appropriate  and 

IS  PROPERLY  MANDATED  IN  THE  BILL. 

A National  Center  for  Drug  Science.  PMA  has  consistently 

SUPPORTED  GREATER  PRIVATE  AND  PUBLIC  FUNDING  OF  THE  TRAINING  OF 
SPECIALISTS  IN  CLINICAL  PHARMACOLOGY.  We  DO,  HOWEVER,  HAVE  RESER- 
VATIONS AS  TO  THE  PROPOSED  RESEARCH  PREROGATIVES  OF  THE  CENTER. 
NOW,  I WOULD  LIKE  TO  COMMENT  ON  THE  PROVISIONS  OF  S.  1075  WHICH 
WE  BELIEVE  SHOULD  BE  REVISED  OR  ELIMINATED. 

Conditions  on  Drug  Approval 

Section  128  would  add  a new  Section  506  authorizing  the 
Secretary  to  impose  conditions  on  approval  of  drug  applications, 

INCLUDING  LIMITATIONS  ON  DISTRIBUTION  AND  DISPENSING,  POST-APPROVAL 
SURVEILLANCE,  POST-APPROVAL  SCIENTIFIC  INVESTIGATIONS  AND  BATCH 
CERTIFICATION.  THESE  NEW  AUTHORITIES  ARE  OFFERED  AS  CONTROLS  WHICH 

the  Secretary  may  impose  at  the  time  of  approval  for  the  stated 

PURPOSES  OF  SPEEDING  UP  FINAL  APPROVAL  DECISIONS.  He  COULD  IMPOSE 
THEM  NOT  ONLY  AT  THE  TIME  OF  INITIAL  APPROVAL  BUT  ALSO  LATER  ON 
PREVIOUSLY  APPROVED  DRUGS,  SHOULD  HE  DETERMINE  THAT  SUFFICIENT  NEED 
EXISTS  FOR  SUCH  RESTRICTIONS.  THESE  NEW  AUTHORITIES  ARE  VERY  SIMILAR 
TO  THOSE  CONTAINED  IN  LAST  YEAR'S  LEGISLATION/ AND  WITH  ONE  EXCEPTION, 
WE  CONTINUE  TO  FIND  THEM  OBJECTIONABLE.  . 
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The  distribution  and  dispensing  requirements  of  the  bill  would 

PERMIT  DRUG  USE  TO  BE  CONFINED  TO  SELECTED  SETTINGS  AND  SELECT 
PRACTITIONERS,  We  RECOGNIZE  THAT  THE  OBJECTIVE  IS  TO  PERMIT  DISTRI- 
BUTION OF  PROMISING  NEW  DRUG  PRODUCTS  WHICH  COULD  NOT  OTHERWISE  BE 
MADE  GENERALLY  AVAILABLE  AND  WE  CERTAINLY  ENDORSE  THAT  GOAL. 

Nonetheless,  the  section  is  still  overdone  and  the  temptation 

TO  USE  IT  ROUTINELY  BY  A VERY  CONSERVATIVE  AGENCY  WOULD,  WE  FEAR, 

BE  ALMOST  IRRESISTIBLE.  MANY  SIGNIFICANT  NEW  DRUGS  WILL  POSE  SOME 

risks.  Thus,  the  agency  could,  with  impunity,  initially  restrict 

EVERY  NEWLY  APPROVED  DRUG  TO  SPECIALISTS  WORKING  IN  SOPHISTICATED 
MEDICAL  CENTERS  AND  THUS  REASSURE  ITSELF  THAT  ITS  DECISION  TO  ALLOW 
MARKETING  WAS,  IN  FACT,  THE  CORRECT  ONE.  THESE  LIMITATIONS  WOULD 
EFFECTIVELY  DENY  NEW  THERAPY  TO  MANY  LICENSED  PHYSICIANS  AND  COM- 
MUNITY PHARMACISTS,  THUS  CHANGING  THE  CHARACTER  OF  THEIR  PRACTI CES 
ADVERSELY  — AND  REQUIRE  THEIR  PATIENTS  TO  GO  ELSEWHERE  OR  TO  GO 
WITHOUT  TREATMENT. 

We  ARE  FAR  FROM  CONVINCED  THAT  A GRANT  OF  SUCH  POWER,  SO  BROADLY 
DEFINED,  IS  JUSTIFIED.  RATHER,  WE  THINK  IT  MORE  PRUDENT  TO  RELY 
UPON  APPROPRIATE  PRESCRIBING  INFORMATION  TO  ENSURE  THAT  THE  PRODUCTS 
ARE  USED  SUITABLY.  SPECIAL  LIMITATIONS  SHOULD  BE  AVAILABLE  ONLY 
FOR  EXTRAORDINARILY  UNUSUAL  DRUGS;  THE  SECRETARY  SHOULD  BE  REQUIRED 
TO  MAKE  ADDITIONAL  FINDINGS  BEFORE  IMPOSING  LIMITATIONS  AND  THERE 
SHOULD  BE  A MAXIMUM  OF  ONE  YEAR  FOR  SUCH  LIMITATIONS. 

It  is  difficult  to  FIND  a RESPONSIBLE  organization  which  does 
NOT  AGREE  THAT  WE  NEED  TO  IMPROVE,  DRUG  SURVEILLANCE  IN  THIS  COUNTRY, 
It  IS  NOW  RARE  FOR  FDA  TO  CLEAR  A MAJOR  NEW  DRUG  EXCEPT  ON  CONDITION 
THAT  IT  BE  MONITORED.  We  ARE  PLEASED  THAT  THE  BILL  NOW  CALLS  FOR  THE 

Secretary  to  review  the  recommendations  of  the  Joint  Commission  on 
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Prescription  Drug  Use  to  consider  various  factors,  such  as  possible 

ALTERNATIVES  AND  EXPECTED  BURDENS  ON  MANUFACTURERS,  IN  DEVELOPING 
SURVEILLANCE  PROCEDURES.  SURVEILLANCE  SHOULD  BE  UNDERTAKEN  ONLY  ON 
A REASONABLE  EXPECTATION,  BASED  UPON  EARLIER  EXPERIENCE,  THAT  THE 
DRUG  IS  LIKELY  TO  BE  ASSOCIATED  WITH  SERIOUS  ADVERSE  REACTIONS. 

Extensive  monitoring  of  every  drug  would  be  very  costly  and  add 

LITTLE  OR  NOTHING  TO  PATIENT  SAFETY. 

The  power  to  require  post-approval  scientific  investigations  to 

IDENTIFY  ADVERSE  REACTIONS  AND  EVALUATE  SAFETY  AND  EFFICACY  MUST 
BE  MORE  NARROWLY  DRAWN.  As  WORDED,  THIS  PROVISION  PROVIDES  VIRTUALLY 
LIMITLESS  AUTHORITY  TO  REQUIRE  INVESTIGATIONS  AS  A CONDITION  TO 
CONTINUED  MARKETING.  P0ST"APPR0VAL  STUDIES  ARE  SOMETIMES  APPROPRIATE, 
BUT  AUTHORITY  TO  REQUIRE  THEM  SHOULD  BE  WELL  DEFINED.  IT  IS  ESSENTIAL 
THAT  ANY  LEGISLATION  ESTABLISHING  A NEW  PHASE  OF  CLINICAL  STUDIES 
CLEARLY  STATE  ITS  PURPOSES  AND  OBJECTIVES.  In  ADDITION, THE  PRODUCT 
SHOULD  BE  CONCURRENTLY  AVAILABLE  FOR  GENERAL  USE  WHILE  THE  ADDITIONAL 
STUDIES  ARE  CARRIED  OUT.  MANY  YEARS  OF  EXPERIENCE  WITH  CONCURRENT 
MARKETING  AND  SURVEILLANCE  DEMONSTRATE  THE  WISDOM  OF  THIS  APPROACH. 

Batch  certification  for  antibiotics  and  insulin  has  been  required 

UNDER  PRESENT  LAW  FOR  MANY  YEARS,  EVEN  THOUGH  THE  ORIGINAL  REASONS 
HAVE  LONG  CEASED  TO  EXIST.  It  IS  AN  EXPENSIVE,  TIME-CONSUMING  AND 
DELAYING  PROCEDURE,  WHICH  IS  UNRELATED  TO  THE  OVERALL  QUALITY  OF 
THE  NATION'S  DRUG  SUPPLY.  AUTHORITY  TO  GRANT  EXEMPTIONS  FROM  BATCH 
TESTING  REQUIREMENTS  FOR  ANTIBIOTICS  IS  ALSO  IN  THE  PRESENT  LAW  AND 
HAS  NEVER  BEEN  EXERCISED.  It  IS  OBVIOUS,  THEREFORE,  WHY  THE 
INDUSTRY  DOES  NOT  BELIEVE  THE  EXEMPTION  PROVISIONS  IN  THIS  BILL  WOULD 
BE  HONORED.  THIS  PROPOSED  AUTHORITY  SHOULD  BE  DELETED. 


520 


Dlfinlii qns  of  Safety  and  Efficacy 

The  criteria  for  approval  of  a newly  developed  drug  have  been 

SUBSTANTIALLY  BROADENED  BY  A NEW  DEFINITION  OF  SAFETY,  THIS 
EXTENSION  OF  AUTHORITY  WOULD  SERIOUSLY  IMPEDE  THE  DRUG  APPROVAL 
PROCESS.  The  PRINCIPAL  ISSUES  IMPLIED  FROM  ANIMAL  INVESTIGATIONS 
WOULD  NO  LONGER  BE  QUESTIONS  OF,  "DOES  THE  DRUG  WORK"  OR  "iS  IT  SAFE 
FOR  ITS  INTENDED  PURPOSE".  INSTEAD,  THE  CRITERIA  WOULD  DEMAND 
CONSIDERATION  OF  SUCH  AMBIGUOUS  QUESTIONS  AS  ADVERSE  EFFECTS  ON 
MEDICAL  PERSONNEL  AND  THE  PUBLIC  HEALTH,  ADVERSE  REACTIONS  FROM 
NON-INTENDED  PURPOSES,  AND  THE  RELATIVE  BENEFITS  AND  RISKS  OF  OTHER 
FORMS  OF  THERAPY. 

This  last  point  is  particularly  troublesome.  Only  rarely  is  it 

CLEAR  THAT  A NEW  DRUG  IS  PLAINLY  BETTER  THAN  ITS  PREDECESSORS. 

A COMPANY  COULD  BE  WELL  INTO  EXPANDED  CLINICAL  STUDIES  BEFORE  LEARNING 
THAT  THE  FDA  HAD  DECIDED  THE  DRUG  OFFERED  NO  ACCEPTABLE  IMPROVEMENTS 
OVER  EXISTING  DRUGS  AND  THEREFORE  CONSIDERED  IT  UNAPPROVABLE  — EVEN 
ASSUMING  THE  SPONSOR  COULD  AMASS  SUFFICIENT  EVIDENCE  ON  SAFETY  AND 
EFFICACY. 

Further,  we  have  long  advocated  a more  flexible  definition  of 

DRUG  EFFICACY,  ONE  THAT  WOULD  NOT  LESSEN  THE  NEED  FOR  PROOF  OF 
EFFECTIVENESS,  BUT  WHICH  WOULD  ALLOW  THE  SECRETARY,  ON  THE  ADVICE 
OF  QUALIFIED  EXPERTS,  TO  EXERCISE  DISCRETION.  UNLESS  THE  LEGISLA- 
TION ADOPTS  A MORE  PRACTICAL  DEFINITION  OF  EFFECTIVENESS,  WE  ARE 
SKEPTICAL  THAT  ANY  DRUG  REFORM  LEGISLATION  WILL  SIGNIFICANTLY 
ACCELERATE  THE  NEW  DRUG  APPROVAL  PROCESS. 
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Investigational  Drug  Exemptions 

It  is  essential  that  the  bill  make  substantive  revisions  to 

FACILITATE  INVESTIGATIONAL  STUDIES  OF  NEW  COMPOUNDS.  THE  PROVISIONS 
REGARDING  INFORMAL  ADVICE,  VOLUNTARY  RELIANCE  ON  GUIDELINES  AND 
INFORMAL  RESOLUTION  OF  SCIENTIFIC  DISPUTES  ARE  APPROACHES  WHICH 
HAVE  MERIT.  STILL  SECTION  125  MAKES  NO  SUBSTANTIVE  REVISIONS  TO 
EXISTING  LAW.  THUS  THE  SECRETARY  WOULD  RETAIN  HIS  BROAD  AUTHORITY 
TO  ISSUE  INVESTIGATIONAL  USE  REGULATIONS.  THIS  IS  ESSENTIALLY  THE 
STRUCTURE  OF  CURRENT  LAW,  AND  ITS  SCOPE  AND  BREADTH  CAUSE  DELAYS  IN 
NEW  DRUG  RESEARCH.  THE  LEGISLATION  SHOULD  BE  MODIFIED  TO  ELIMINATE 
FDA  INVOLVEMENT  IN  EARLY  CLINICAL  RESEARCH.  THE  MONITORING  OF  EARLY 
CLINICAL  TRIALS,  WHERE  PATIENT  RISK  IS  SO  MINOR,  SHOULD  BE  ASSUMED 
BY  PRIVATE  RESEARCH  REVIEW  COMMITTEES. 

Drug  Approval  Procedures 

Here  again,  S.  1075  retains  the  structure  of  current  Section  505 

AND  REQUIRES  APPROVAL  DECISIONS  WITHIN  180  DAYS.  THIS  PERIOD  HAS 
PROVED  TO  BE  A FICTION  TO  PRACTICE  AND,  UNDOUBTEDLY,  WILL  NOT  RESULT 
IN  SIGNIFICANT  IMPROVEMENTS  IN  THE  PROCESSING  OF  NEW  DRUG  APPLICATIONS. 

The  basic  modification  to  current  law  in  S.  1075  is  that  members  of 

THE  PUBLIC  MAY  REQUEST  AND  PARTICIPATE  IN  FULL  EVIDENTIARY  HEARINGS 
AS  TO  THE  APPROVAL  DECISION. 

We  DO  NOT  OBJECT  TO  THE  REASONABLE  INVOLVEMENT  OF  PUBLIC  REPRE- 
SENTATIVES DURING  THE  APPROVAL  PROCESS  AND  FEEL  THAT  THEIR  LIMITED 
PARTICIPATION  CAN  CONTRIBUTE  TO  BETTER  DECISION-MAKING  BY  THE 
AGENCY.  IT  IS  PARAMOUNT,  HOWEVER,  THAT  SCIENTIFIC  DECISIONS  ON 
DRUG  APPROVALS  BE  MADE  BY  AGENCY  EXPERTS  WITH  THE  INPUT  OF  THE  DRUG 
INNOVATOR,  MEDICINE,  AND  OTHER  SCIENCES  AND  PUBLIC  REPRESENTATIVES. 
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Export  q f Drugs 

Section  134  of  the  bill  establishes  detailed  procedures  for 

OBTAINING  EXPORT  PERMITS  FOR  UNAPPROVED  DRUGS.  THE  PROCEDURES  AND 
CERTIFICATIONS  SET  OUT  IN  THE  BILL  ARE  NOW  SO  BURDENSOME  THAT 
COMPANIES  WISHING  TO  SUPPLY  FOREIGN  MARKETS  MUST  CONSIDER  WHETHER  IT 
IS  REALISTIC  FROM  A SOUND  BUSINESS  STANDPOINT  TO  CONTINUE  OR  TO 
START  THE  PRODUCTION  OF  SUCH  PRODUCTS  IN  THE  UNITED  STATES.  LEGIS- 
LATION SHOULD  NOT  EMPOWER  THE  SECRETARY  TO  IMPOSE  HIS  JUDGMENTS  ON 
THE  HEALTH  AGENCIES  OF  FOREIGN  GOVERNMENTS. 

IN  OUR  VIEW,  THE  ONLY  PREDICTABLE  CONSEQUENCES  OF  THIS  LEGISLA- 
TION ARE  REDUCED  CAPITAL  INVESTMENT  IN  THE  UNITED  STATES,  FEWER 
JOBS,  AND  A DECREASE  IN  THE  PHARMACEUTICAL  INDUSTRY'S  OTHERWISE 
FAVORABLE  CONTRIBUTION  TO  THE  BALANCE  OF  PAYMENTS.  We  KNOW  THAT 
THESE  RESULTS  ARE  NOT  INTENDED  BY  THIS  SUBCOMMITTEE  AND  ASK  THAT 
THE  EXPORT  PROVISION  BE  REVISED  TO  REFLECT  THE  CRITERIA  ADOPTED  IN 

the  House-passed  version  of  the  1976  Medical  Device  Amendments. 

Civil  Penalties 

Although  negligence  would  have  to  be  shown  before  an  individual 

COULD  BE  HELD  CRIMINALLY  LIABLE,  SUCH  PERSONS  MAY  BE  FINED  IN  CIVIL 
ACTIONS  BY  THE  SECRETARY  MERELY  ON  A SHOWING  THAT  A VIOLATION  OCCURRED 
AND  THAT  THE  PERSONS  CHARGED  HELD  A RESPONSIBLE  POSITION.  It  NEED 
NOT  BE  SHOWN  THAT  THE  PERSON  COMMITTED  THE  VIOLATIVE  ACT  OR  EVEN 
KNEW  IT  HAD  BEEN  COMMITTED.  INDEED,  HE  MAY  HAVE  TAKEN  STEPS  TO 
ASSURE  THAT  EMPLOYEES  NOT  COMMIT  SUCH  ACTS,  THE  ACTION  MAY  BE  TAKEN 

by  the  Secretary  without  resort  to  the  courts. 
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While  we  have  no  objection  to  court-imposed  civil  penalties 

AGAINST  VIOLATORS,,  WHERE  NEGLIGENCE  IS  SHOWN,  WE  FEEL  IT  MOST  UNWISE 
AND  UNFAIR  TO  GIVE  THE  AGENCY,  CHARGED  WITH  DETECTING  ALLEGED  VIOLA- 
TIONS, THE  AUTHORITY  TO  BE  ITS  OWN  JUDGE,  JURY  AND  PROSECUTOR  IN 
ACTIONS  WHERE  NO  FAULT  NEED  BE  ESTABLISHED. 

Subpoena 

We  object  to  the  extremely  broad  authority  given  to  the  Secretary 

TO  COMPEL  ATTENDANCE  AND  TESTIMONY  OF  WITNESSES  AND  REQUIRE  PRODUCTION 
OF  DOCUMENTS.  SUCH  SUBPOENA  AUTHORITY  WOULD  ALLOW  THE  SECRETARY  TO 
USE  IT  AS  A COERCIVE  MEASURE  AND  UNREASONABLY  DISRUPT  THOSE  ORGANI- 
ZATIONS HE  REGULATES.  THE  AGENCY  CAN  NOW  OBTAIN  VIRTUALLY  ALL  DATA 
AS  TO  WHETHER  PRESCRIPTION  DRUGS  ARE  MISBRANDED  OR  ADULTERATED 
UNDER  ITS  INSPECTION  POWER  AND  HAS  ACCESS  TO  OTHER  NEEDED  INFORMATION 
THROUGH  ITS  NEW  DRUG  AUTHORITIES.  THERE  IS  NO  NEED  FOR  AN  ADDITIONAL 
POWER  WHICH  COULD  BE  SUBJECT  TO  ABUSE. 

Federal  Drug  Index 

We  oppose  the  publication  of  a government-sponsored  official 

PRESCRIBING  DIRECTORY.  THIS  IDEA  HAS  BEEN  JUDGED  SUPERFLUOUS  BY 
EVERY  SURVEY  OF  THE  SUPPOSED  BENEFICIARIES,  PRACTICING  DOCTORS  AND 
PHARMACISTS.  THIS  COUNTRY  IS  BLESSED  WITH  A GENUINELY  SUPERIOR 
VARIETY  OF  TEXTBOOKS  AND  PERIODICALS  ON  THERAPEUTICS.  DRUG  LABELING 
IS  READILY  AVAILABLE  FOR  ALL  HEALTH  PRACTITIONERS.  BEFORE  THE  CON"  ( 
CEPT  IS  PURSUED  FURTHER,  THEY  SHOULD  BE  GIVEN  AN  OPPORTUNITY  TO  STATE 
THEIR  OPINIONS, 


50-972  0-79 


34 


524 


Finally,  we  have  concerns  about  the  bill's  broad  language  on 

THE  RESEARCH  FUNCTIONS  OF  THE  PROPOSED  NATIONAL  CENTER.  NEVERTHELESS, 
WE  ENDORSE  ITS  CREATION.  THERE  IS  A LONG  HISTORY  OF  PHARMACEUTICAL 
INDUSTRY  SUPPORT  FOR  TRAINING  IN  CLINICAL  PHARMACOLOGY  AND  RELATED 

fields.  Since  its  founding  in  1965,  the  PMA  Foundation  has  provided 

OVER  $3  MILLION  IN  GRANTS  FOR  THIS  PURPOSE.  MORE  FEDERAL  SUPPORT  IN 
THESE  CRITICAL  AREAS  WOULD  BE  DESIRABLE  BUT  THE  CENTER  SHOULD  NOT 
DUPLICATE  OR  INITIATE  THE  KIND  OF  RESEARCH  THAT  BY  TRADITION, 
EXPERIENCE  AND  RESOURCES  HAS  BEEN  THE  RESPONSIBILITY  OF  THE  INDUSTRY. 

One  significant  omission  in  S.  1075  is  the  failure  to  mandate 

SPECIFIC  REQUIREMENTS  THAT  MUST  BE  MET  BY  SECOND  MANUFACTURERS  OF 
AN  APPROVED  PRODUCT.  At  THE  VERY  MINIMUM,  APPLICANTS  FOR  APPROVAL 
OF  A PREVIOUSLY  MARKETED  PRODUCT  SHOULD  BE  REQUIRED  TO  SUBMIT  IN 
VIVO  BIOAVAILABILITY  AND  BIOEQUIVALENCE  EVIDENCE.  ALSO,  THE  LEGIS- 
LATION SHOULD  INCLUDE  A PROVISION  FOR  FEDERAL  PRE-EMPTION  OF  STATE 
LAWS  REGULATING  DRUGS. 

Thank  you,  Mr.  Chairman,  for  permitting  us  to  testify.  We  will 

BE  GLAD  TO  SUBMIT  AMENDATORY  LANGUAGE  AND  NOW  TO  ANSWER  QUESTIONS. 


i 
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PHARMACEUTICAL  MANUFACTURERS 

r 


Dear  Senator  Kennedy: 

During  the  May  17-18  hearings  before  the  Senate  Health  Sub- 
committee there  was  some  limited  discussion  of  S.  1138,  the  Drug 
Regulation  Improvement  Act  of  1979,  introduced  by  Senator  Schweiker 
on  May  15,  1979.  The  Subcommittee  expressed  its  interest  in  the  PMA's 
views  on  this  legislation.  Enclosed  is  PMA's  analysis  and  critique 
of  the  bill.  Copies  of  this  PMA  position  paper  are  also  being  for- 
warded to  the  other  members  of  the  Subcommittee. 


S.  1138  and  ask  that  these  written  comments  on  this  legislation  be 
inserted  into  the  Subcommi ttee 1 s hearing  record. 


C.  JOSEPH  STE.TLER 
PRESIDENT 


1155  FIFTEENTH  STREET,  N . W. 
WASHINGTON.  D.  C.  20005 


APE  A COOt  ?02-296  ?-.MO 


May  23,  1979 


The  Honorable  Edward  M.  Kennedy 
United  States  Senate 
2441  New  Senate  Building 
Washington,  D.C.  20510 


We  appreciate  the  opportunity  to  express  our  views  on 


Respectfully  submitted 


cc:  Members  of  the  Senate  Subcorroni ttee  on 

Health  and  Scientific  Research 


Enclosure 
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Anal  lysis  a nd  Criti que  of  S.  1138,  96th  Congress 
Drug  Regul ation  Improvoment  Act  of  1979 
Prepared  by  the  Pharmaceutical  Manufacturers  Association 

May,  1979 

The  Drug  Regulation  Improvement  Act  of  1979  (S.  1138)  embodies  a 
series  of  approaches  which  could  serve  to  expedite  the  current  new  drug 
approval  process.  The  following  section-by-section  analysis  and  critique 
of  that  legislation  has  been  prepared  by  the  Pharmaceutical  Manufacturers 
Association. 

Submission  of  Drug  Investigation  Summaries 

The  bill  would  amend  current  law  to  allow  persons  seeking  new  drug 
approval  to  submit  a comprehensive  and  detailed  summary  of  the  clinical  and 
preclinical  investigations,  which  have  been  conducted  to  establish  safety 
and  effectiveness,  in  lieu  of  the  submission  of  the  full  reports  of  these 
investigations.  This  summary  is  to  be  prepared  in  such  a form  as  the  Secre- 
tary prescribes  and  is  to  include  a detailed  description  of  each  investiga- 
tion, and  tables,  compilations,  and  analyses  of  all  data  relevant  to  the 
Secretary's  decision  as  to  drug  safety  and  effectiveness.  Further,  the 
Secretary  is  to  have  access  to  the  full  reports  if  needed  for  his  decision 
as  to  approval,  should  the  applicant  decide  to  submit  a comprehensive  summary 
rather  than  the  full  reports. 

The  PMA,  for  some  time,  has  supported  the  use  of  a comprehensive 
summary  of  the  preclinical  and  clinical  work  conducted  in  support  of  a new 
drug  application.  Reliance  on  such  a summary  would  permit  the  Secretary 
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to  make  a proper  determination  as  to  new  drug  approval  while  avoiding  a 
review  of  the  volumes  of  individual  case  reports.  Further,  the  chances  for 
public  release  of  confidential  individual  medical  data  would  be  lessened 
since  only  summary  data  would  be  presented  to  the  Federal  authorities.  This 
process  could  therefore  save  valuable  time  during  the  reviewing  process.  If 
a particular  study  or  point  needs  clarification,  the  full  reports  would  be 
available.  However,  the  use  of  a comprehensive  summary  should  not  result 
in  an  additional  routine  requirement  for  new  drug  applicants;  that  is,  pre- 
paration and  submission  of  a comprehensive  summary  in  addition  to  the  full 
reports. 

PMA  has  previously  stated  its  support  of  the  public  release  of  a 
general  summary  of  the  safety  and  efficacy  data  relied  upon  by  the  applicant 
in  seeking  new  drug  approval.  We  continue  to  support  such  a disclosure 
requirement  so  long  as  trade  secret  and  confidential  data  are  not  included 
in  the  materials  released  to  the  public.  The  legislation  should  specify 
that  the  comprehensive  and  detailed  summary  which  may  be  submitted  by  the 
applicant  in  lieu  of  the  full  reports  is  not  the  "medical  journal"  type 
summary  which  is  to  be  released  to  the  public.  The  comprehensive  summary 
must  be  afforded  the  same  legal  protections  as  the  data  it  summarizes  since 
that  summary  is  to  be  so  detailed  as  to  obviate  the  need  for  the  reviewing 
officer  to  have  access  to  the  full  reports. 

Advisory  Committee  Review 

Current  law  would  be  amended  to  give  new  drug  applicants  an  oppor- 
tunity to  seek  review  of  applications  by  advisory  committees  appointed  by 
the  Secretary.  The  availability  of  advisory  committee  review  would  be  in 
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addition  to  the  applicant's  right  to  a hearing  before  the  Secretary  on  the 
question  of  approvabi 1 i ty. 

It  is  essential  that  new  drug  applicants  have  the  right  to  an 
objective  review  of  their  applications  by  qualified,  scientific  expert 
committees.  The  availability  and  reliability  of  outside  expert  advice  is 
crucial  if  the  Secretary  is  to  make  a truly  informed  decision  as  to  new 
drug  approval.  This  is  not  to  suggest  that  the  Secretary  should  be  bound 
by  the  recommendations  of  the  reviewing  committee.  But  the  Secretary 
should  be  required  to  take  that  committee's  views  into  account  in  making 
approval  decisions.  It  is  appropriate  that  drug  reform  legislation  state 
the  applicant's  right  to  seek  such  a review. 

In  addition,  the  bill  specifies  that  within  30  days  of  the  filing 
of  a new  drug  application  the  Secretary  must  notify  the  applicant  of  the 
names  of  those  individuals  within  the  government  that  have  responsibility 
for  reviewing  the  application.  Further,  all  required  reviews  "shall  be  com- 
pleted within  the  time  specified."  Identification  of  agency  reviewers  is 
unobjectionable  and  in  keeping  with  greater  openness  in  government.  However, 
we  doubt  that  a statement  in  law  to  the  effect  that  all  reviews  shall  be 
completed  within  statutory  time  limits  will,  in  and  of  itself,  substantially 
lessen  FDA's  review  time.  Similar  statements  in  existing  law  have  not 
proved  to  be  a particularly  effective  stimulus  to  completion  of  new  drug 
review  within  current  statutory  time  frames. 

Abbreviated  Application  Procedures 

Section  505  of  current  law  would  be  amended  by  Section  4 of  the  bill 
to  permit  the  Secretary,  by  regulation,  to  establish  abbreviated  application 
procedures  with  respect  to  drugs  for  which  an  application  has  been  approved 
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for  at  least  five  years.  In  instituting  these  abbreviated  procedures  the 
Secretary  may  waive  the  requirement  that  applicants  submit  full  reports  of 
investigations  or  the  comprehensive  and  detailed  summary  of  such  investiga- 
tions as  part  of  their  new  drug  approval  applications.  In  waiving  the 
requirement  for  submission  of  clinical  and  preclinical  data,  or  summaries 
thereof,  the  Secretary  must  determine  that  there  has  been  sufficient  ex- 
perience with  the  drug  to  justify  the  waiver  and  that  the  drug  which  is 
subject  to  the  abbreviated  application  meets  appropriate  standards  of  iden- 
tity, strength,  quality,  purity,  stability,  and  bioavailability. 

This  provision,  if  revised  to  specify  that  follow-on  applicants  must 
also  submit  in  vivo  bioequivalency  data,  would  have  PMA's  support.  We  must 
note  that  the  five  year  period  is  wholly  arbitrary  and  that  a greater  period, 
such  as  seven  or  ten  years,  may  prove  to  be  a more  precise  time  frame  to 
encourage  drug  innovation  and  development  in  this  country. 

In  any  event,  it  is  essential  that  follow-on  applicants  establish 
the  equivalency  of  their  products  to  the  product  which  is  supported  by  full 
clinical  evidence  of  safety  and  effectiveness.  This  is  a scientifically 
appropriate  requirement  for  those  wishing  to  market  a competitive  version 
of  a previously  approved  drug.  Second  applicants  should  be  required  to  con- 
duct limited  human  testing  to  establish  adequate  blood  levels  and  urinary 
secretion  rates  to  prove  that  their  product  performs  effectively  in  the 
human  body. 

Further,  it  is  appropriate  that  the  Secretary  be  required  to  make 
a determination  that  there  has  been  sufficient  experience  with  the  drug  in 
question  to  make  it  medically  and  scientifically  appropriate  to  waive 
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requirements  for  safety  and  efficacy  work.  If  such  a determination  cannot 
be  made  without  any  reservations,  or  if  there  is  any  question  as  to  safety, 
effectiveness,  or  medical  experience  with  the  drug,  abbreviated  procedures 
should  not  be  allowed. 

Drug  Research  Investigations 

Section  5 of  the  bill  provides  that  registrations  for  clinical 
investigations  which  are  intended  to  study  clinical  pharmacology  or  to 
assess  prel iminarily  drug  safety  and  effectiveness  may,  at  the  discretion 
of  the  applicant,  be  obtained  from  the  Secretary  or  from  a qualifying 
private  institution.  An  institution  may  issue  such  a registration  if  the 
proposed  investigation  is  within  a category  that  the  Secretary  has  already 
determined  may  be  reviewed  by  that  institution.  An  institution  may  issue 
registrations  only  if  the  Secretary  specifically  authorizes  that  institution 
to  do  so,  by  licensing  it  as  being  in  compliance  with  Secretarial  standards. 

If  an  applicant  has  been  issued  a drug  investigation  registration 
by  a qualified  institution,  that  applicant  must  establish  and  maintain 
records  and  make  reports  to  both  the  Secretary  and  the  supervising  institu- 
tion regarding  the  progress  of  investigations  and  any  newly  discovered 
risks  arising  out  of  the  investigation. 

PMA  basically  supports  amendments  to  the  drug  laws  to  lessen  FDA's 
direct  involvement  with  the  monitoring  of  early  clinical  research.  This 
early  research  should  be  supervised  by  private  groups  operating  in  confor- 
mity with  the  Secretary's  general  requirements.  A shift  from  the  public  to 
the  private  sector  should  lessen  delays  in  obtaining  approvals  and  otherwise 
facilitate  early  clinical  research  without  increasing  in  any  way  patient 
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risks.  We  endorse,  therefore,  the  basic  approach  of  S.  1138  under  which 
persons  conducting  early  clinical  trials  may  obtain  registration  from 
institutions. 

The  bill,  however,  is  overdrawn  in  that  it  calls  for  Federal 
licensure  of  institutions  both  as  to  the  institution  itself  and  the  par- 
ticular categories  of  investigations  which  may  take  place  at  the  institu- 
tion. Although  institutions  should  be  required  to  be  in  compliance  with 
Federal  procedures  and  be  subject  to  periodic  review  to  assess  performance, 
licensure  would  appear  .to  be  unnecessary  at  this  time.  The  statute  should 
specify  the  obligations  of  institutions  in  approving  and  supervising  early 
clinical  research  and  require  the  Secretary  to  establish  rules  for  insti- 
tutions which  intend  to  engage  in  such  activities.  Further,  the  Secretary 
should  have  the  ability  to  suspend  institutions  if  Federal  requirements  are 
not  being  observed.  However,  Federal  licensure,  as  such,  is  objectionable. 

Senator  Schweiker.  Our  next  panel  of  witnesses  consists  of  Mr. 
Robert  B.  Clark,  president  of  Hoffman-LaRoche,  Inc.,  and  Mr.  E.  J. 
Ledder,  chairman  of  the  board  of  Abbott  Laboratories. 

STATEMENT  OF  ROBERT  B.  CLARK,  PRESIDENT,  HOFFMAN- 
LaROCHE,  INC.,  ACCOMPANIED  BY  JOHN  WOOD,  ASSISTANT 
VICE  PRESIDENT,  PUBLIC  AFFAIRS  AND  E.  J.  LEDDER, 
CHAIRMAN  OF  THE  BOARD,  ABBOTT  LABORATORIES,  ACCOM- 
PANIED BY  RICHARD  KASPERSON,  CORPORATE  VICE  PRESI- 
DENT AND  VICE  PRESIDENT  OF  ABBOTT  REGULATORY  AF- 
FAIRS, A PANEL 

Mr.  Clark.  My  name  is  Robert  B.  Clark,  and  I am  president  of 
Hoffman-LaRoche  of  Nutley,  N.J.  I am  pleased  to  appear  before 
you  once  again  to  discuss  the  Regulation  Reform  Act  of  1979,  S. 
1075.  As  requested,  my  comments  will  be  brief. 

At  the  beginning,  let  me  note  my  general  endorsement  of  Mr. 
Stetler’s  statement  which  you  have  just  heard  on  behalf  of  the 
PMA.  Let  me  also  preface  my  discussion  of  S.  1075  by  declaring 
that  this  legislation  has  come  a long  way  since  the  subcommittee 
first  started  its  examination  of  the  pharmaceutical  industry  more 
than  5 years  ago,  and  we  think  it  is  a more  positive  bill  than  the 
administration  bill  of  last  year  or  of  this  year  which  is  substantial- 
ly the  same. 

We  are  gratified  that  the  onerous  monograph  system  proposed  in 
earlier  drafts  has  been  eliminated,  and  we  believe  that  with  some 
modification  a drug  approval  system  can  be  constructed  that  will 
guide  the  FDA  Commissioner:  “to  develop  ways  to  effectively  en- 
courage and  promote  the  discovery  and  development  of  new  ther- 
apies in  the  United  States.” 
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During  my  previous  appearances  before  this  subcommittee,  I 
have  endorsed  several  of  the  proposals  affecting  pharmaceutical 
marketing  and  I am  happy  to  do  so  again. 

Regarding  samples,  this  industry  should  not  give  doctors  unsoli- 
cited samples  of  various  prescription  drugs.  Prescription  medicines 
should  not  be  treated  as  ordinary  merchandise.  There  are  occasions 
when  samples  serve  legitimate  medical  and  patient  needs.  In  those 
circumstances,  samples,  however,  should  be  permitted  only  upon  a 
specific  written  request  by  the  practitioner  each  time  the  sample 
drugs  are  needed.  Therefore,  I endorse  the  provisions  of  this  bill  on 
samples  but  recommend  they  be  strengthened  by  clarifying  that 
the  request  be  made  each  time  the  samples  are  sought.  Further- 
more, it  should  be  specified,  as  far  as  I am  concerned,  as  is  our 
practice,  that  the  requesting  practitioner  receive  the  product  not 
through  sales  representatives  but  rather  by  direct  shipment  from 
the  manufacturer  to  insure  that  only  authorized  parties  receive  the 
samples  and  that  appropriate  records  are  maintained. 

Similarly,  I agree  with  the  subcommittee’s  effort  to  eliminate 
gifts  and  promotional  gimmicks,  premiums  given  to  physicians, 
pharmacists,  and  students  with  the  intention  of  influencing  their 
prescribing,  administering,  and  dispensing  decisions.  I also  support 
the  intent  of  the  bill  to  encourage  dissemination  of  educational 
materials  to  practitioners. 

We  continue  to  support  the  concept  of  the  National  Center  for 
Drug  Science  as  useful  and  constructive.  I hope  that  matters  of 
broad  public  policy  concerning  drug  development  and  usage  will 
benefit  from  the  creation  of  such  a scientific  body  and  the  dialog 
this  will  encourage.  However,  statutory  safeguards  should  be  pro- 
vided to  prevent  the  center  from  becoming  embroiled  in  regulatory 
matters  already  being  adequately  addressed  by  other  agencies  such 
as  the  FDA  itself. 

I am  happy  to  observe  that  this  section,  as  I read  it,  seems  to 
recognize  and  provide  that  the  research  activities  of  the  center  will 
not  duplicate  drug  development  activities  of  the  private  sector  or 
those  carried  out  by  other  Government  agencies. 

We  strongly  support  the  intention  of  the  subcommittee  to  en- 
courage pharmaceutical  innovation  and  shorten  the  period  between 
drug  development  and  introduction.  Any  measure  that  accom- 
plishes these  objectives  will  be  in  the  public  interest.  Certain  fea- 
tures of  the  bill  as  drafted,  however,  can  be  interpreted  as  disincen- 
tives to  research  as  I see  it. 

Much  concern  has  been  expressed  in  recent  months  about  the 
declining  productivity  and  the  status  of  industrial  innovation  in 
this  country.  Several  reports  of  subcommittees  of  the  Advisory 
Committee  to  the  Department  of  Commerce,  which  is  conducting  a 
domestic  policy  review  of  industrial  innovation,  bear  witness  to  this 
concern.  In  light  of  the  potential  far-reaching  effects  of  the  Drug 
Regulation  Reform  Act  on  pharmaceutical  innovation,  I would  like 
to  add  these  comments.  The  reform  of  our  Nation’s  drug  laws 
should  make  encouragement  of  therapeutic  research  and  innova- 
tion by  the  private  sector  a coequal  responsibility  of  FDA  along 
with  that  of  insuring  drug  safety  and  effectiveness. 

The  debate  on  this  issue  continues,  but  the  facts  seem  clear  to 
me  that  pharmaceutical  innovation  has  declined  largely,  as  I see  it, 
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because  of  lack  of  Government  encouragement  and  nourishment. 
We  need  to  intensify  our  research  for  new  therapy.  Certain  provi- 
sions of  this  bill  may,  however,  make  us  reluctant  to  increase  our 
investment  in  R.  & D.  Specifically,  these  relate  to  the  sections 
which  have  adverse  effects  on  innovation  such  as  the  continued 
attempt,  as  I see  it,  to  publicly  disclose  trade  secrets  and  relative 
efficacy  as  a criterion  for  drug  approval. 

Looking  first  at  section  120,  this  would  authorize  the  FDA  to 
disclose  to  the  public,  as  well  as  to  our  domestic  and  foreign  com- 
petitors and  imitators  a full  list  of  the  articles  used  as  components 
of  the  drug  including  inactive  components,  that  is  the  reference  to 
505(b)(2),  and  a statement  of  the  composition  of  the  drug,  505(b)(3). 
Parenthetically,  may  I say,  you  heard  Dr.  Adams  and  Mr.  Stetler 
previously  identify  the  bioequivalence  issue.  The  secret  as  to  how 
you  make  a particular  product  work  would  reside  in  this  informa- 
tion, what  are  your  inactive  components,  what  are  your  excipients, 
and  the  statement  of  the  composition  of  the  drug.  These  data  are 
valuable  property  and  have  always  been  regarded  as  trade  secrets. 
I see  no  reason  for  disclosing  them  to  the  public  at  this  juncture. 

Additionally,  the  bill  specifically  should  contain  a provision  that 
prohibits  disclosure  of  manufacturing  procedures  and  analytical 
methodologies  which  also  represent  a considerable  investment. 
Again,  release  of  such  data  would  be  a powerful  disincentive  to 
research.  For  the  imitators  of  our  products  such  data  would  provide 
a ready  made  recipe,  and  this  is  unfair. 

Relative  efficacy  is  the  next  topic  I would  like  to  touch  upon. 
Under  the  definition  of  safety,  in  determining  the  appro vability  of 
a new  drug,  the  FDA,  under  the  bill  as  proposed,  will  consider  the 
beaefits  and  risks  associated  with  other  already  available  forms  of 
therapy.  It  is  well  know  that  in  addressing  the  issue  of  risk  benefit 
factors  in  drug  therapy,  there  may  be  differences  of  opinion  even 
among  experts.  Because  of  this,  we  feel  that  such  decision  should 
be  left  to  the  expert,  the  physician  himself,  who  has  the  responsi- 
bility of  selecting  the  best  mode  of  therapy  for  his  patients  based 
on  his  own  judgment  and  experience.  The  fact  is  that  patients  may 
differ  rather  remarkably  in  their  clinical  response  to  different 
drugs,  even  those  that  are  structurally  similar.  This  encourages,  as 
we  see  it,  the  availability  of  a broad  array  of  alternative  products 
so  that  the  physician  can  tailor  the  medication  to  the  patient. 

Therefore,  we  feel  it  is  inappropriate  for  FDA  to  consider  relative 
efficacy  in  judging  the  risk  benefit  question. 

CIVIL  PENALITIES 

Although,  again  parenthetically,  this  paragraph  is  short,  my  feel- 
ings on  this  proposal  are  very  deep,  indeed.  Section  107  as  current- 
ly drafted,  would  give  broad,  new  powers  to  the  Secretary  of  HEW 
or  the  FDA  commissioner  which  I view  to  be  excessive.  One  ques- 
tions the  need  for  a civil  penalty  in  the  context  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  which  is  a criminal  statute. 

Existing  sanctions  already  include  fines,  imprisonment,  seizures 
and  injunctions,  and  I see  no  need  for  any  further  sanctions.  This 
feeling  of  mine  is  underscored  where,  as  here,  the  Commissioner 
would  have  untrammeled  authority  to  act  as  prosecutor,  judge  and 
jury  in  finding  a violation  of  the  act  and  subsequently  to  impose  a 
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civil  penalty  he  deems  appropriate  without,  as  I read  it,  any  right 
of  appeal  whatsoever.  In  my  opinion,  section  107  of  the  bill  should 
be  deleted  completely. 

Finally,  we  think  that  the  preclearance  of  promotional  materials 
is  unwarranted.  It  presently  is  the  practice,  as  I understand  it,  that 
FDA  as  a condition  of  approving  your  new  drug  application  will 
review  the  initial  promotional  material.  That  is  already  being  done. 
For  them  to  have  the  right,  however,  to  continue  to  review  it 
thereafter,  and  as  the  bill  is  drafted,  with  regard  to  controlled 
substances  of  which  we  have  several  including  Valium,  to  be  able 
to  review  it  at  any  time  in  the  history  of  the  drug,  is  unwarranted. 

I want  to  note  my  concern  about  any  requirement  that  will 
impose  a prior  restraint  on  communication  whatsoever.  Pharma- 
ceutical industry  promotion  daily  meets  the  test  of  rigorous  scruti- 
ny and  evaluation  as  well  as  stringent  government  regulation.  Our 
record  of  compliance  with  these  regulations  is  outstanding  and 
obviates  the  need  for  additional  regulatory  impositions.  Further- 
more, preclearance  has  another  drawback  inconsistent  with  the 
philosophy  of  1075:  it  would  seriously  delay  dissemination  of  impor- 
tant information  while  awaiting  the  usual  review,  revision,  and 
approval  of  the  material. 

In  conclusion,  gentlemen,  we  continue  to  support  the  work  of 
your  subcommittee  to  improve  the  way  in  which  drugs  are  ap- 
proved and  made  available  in  this  country,  and  I am  delighted  to 
be  as  supportive  of  this  new  bill  as  I believe  I have  been. 

Senator  Schweiker,  I have  heard  about  your  bill.  I have  not  read 
it,  but  I will  be  happy  to  answer  any  questions  as  intelligently  as  I 
can  under  those  circumstances. 

Senator  Schweiker.  I appreciate  that.  Let’s  go  ahead  with  Mr. 
Ledder’s  testimony,  and  then  move  into  a question  period. 

Mr.  Ledder.  Senator  Schweiker,  Senator  Metzenbaum,  first,  I 
would  like  to  generally  endorse  the  comments  of  Mr.  Stetler  on 
this  bill. 

I would  like  to  focus  my  testimony  today  on  just  two  aspects  of 
the  bill.  These  deal  with  the  export  provisions  proposed  for  sections 
801  and  802  of  the  act  and  the  drug  approval  process  as  spelled  out 
in  the  amendments  to  section  505. 

To  avoid  ending  on  a negative  note,  I will  start  with  the  export 
provisions  as  they  would  appear  if  this  bill  were  enacted  as  intro- 
duced and  as  we  interpret  the  bill.  The  net  effect  would  be  to 
prohibit  the  export  of  any  drug  for  man  or  animals.  This  is  a 
position  we  consider  to  be  totally  unreasonable.  It  is  something  we 
find  impossible  to  believe  that  you  intended.  It  results  from  the 
bill’s  requirement  that  the  approved  U.S.  labeling  be  used  on  all 
exported  drug  products.  As  you  will  note  in  section  802(a)  Ameri- 
can companies  would  be  limited  to  translating  the  language  ap- 
proved by  the  FDA  into  the  foreign  language.  Of  course,  U.S. 
labeling  would,  of  necessity,  be  rejected  by  virtually  all  importing 
countries  because  they  have  requirements  of  their  own  with  re- 
spect to  drug  labeling.  Some  countries  do  not  even  permit  a pack- 
age insert  for  products  sold  through  pharmacies.  As  I have  indicat- 
ed, the  net  effect  of  such  a requirement  would  be  to  prohibit  all 
export  activities.  Please  bear  in  mind  that  I am  not  talking  only 
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about  unapproved  new  drugs,  I am  also  talking  about  drugs  ap- 
proved for  use  in  the  United  States. 

With  respect  to  unapproved  new  products,  since  there  is  no  ap- 
proved labeling,  how  could  we  possibly  comply  with  the  require- 
ments of  section  802(a)  which  says  that  the  product  must  be  labeled 
with  the  approved  labeling  except  for  the  translation?  The  ap- 
proved labeling  to  be  translated  would  not  even  exist. 

Even  if  the  bill  were  to  be  amended  to  allow  exporting  of  drugs 
using  the  importing  country’s  approved  labeling,  other  export  re- 
quirements would  be  unacceptable  for  both  the  exporting  compa- 
nies and  the  importing  countries.  Section  802(c)(2)  would  require  all 
labeling,  which,  under  the  terms  of  the  bill,  include  labels,  package 
inserts  and  advertising  to  contain  a statement  about  the  drug’s  not 
being  approved  for  use  in  the  United  States,  “together  with  an 
explanation  of  why  it  was  not  approved  for  use  in  the  United 
States.”  Such  a statement  would  be  repugnant  to  any  responsible 
manufacturer  since  it  is  a clear  warning,  no  matter  how  it  is 
phrased,  that  a product  is  unacceptable  in  some  respect. 

It  is  inconceivable  to  me  that  a foreign  government  would  permit 
a product  to  be  marketed  in  their  own  country  with  a statement 
that  suggests  that  their  own  standards  of  approval  are  somehow 
deficient.  It  is  interesting  to  note  that  in  the  major  drug  producing 
countries  outside  of  the  United  States,  there  are  no  inhibitions  on 
exporting  drugs  such  as  those  that  would  be  imposed  on  U.S. 
manufacturers  by  this  bill  or  even  those  that  now  exist. 

Of  the  six  largest  drug-producing  countries,  the  United  States, 
Japan,  Germany,  France,  Italy,  and  the  United  Kingdom,  only  the 
U.S.  prohibits  the  export  for  sale  of  drugs  not  approved  for  use  in 
the  producing  country. 

Now,  I would  like  to  cite  a few  examples  of  precisely  how  this 
works  to  the  disadvantage  of  American  business  and  the  American 
economy.  Because  of  the  restrictive  provisions  of  the  U.S.  Food, 
Drug,  and  Cosmetic  Act,  Abbott  Laboratories  has  had  to  export 
capital,  jobs,  and  technology  to  manufacture  products  for  sale  out- 
side the  United  States.  Just  to  cite  one  example,  Ethrane,  an 
anesthetic,  is  manufactured  by  us  in  Europe.  When  we  were  li- 
censed to  make  and  sell  this  product  outside  the  United  States  an 
NDA  had  not  yet  been  submitted  to  the  FDA  by  the  patent  holder, 
Ohio  Medical  Products  Co.  Further,  the  time  required  to  obtain 
approval  for  the  NDA  could  not  be  estimated  with  any  degree  of 
accuracy.  Since  regulatory  approvals  in  many  other  countries,  and 
these  approvals  are  based  on  the  same  information  being  supplied 
to  the  FDA,  were  more  predictable,  the  only  reasonable  decision  we 
could  make  was  to  invest  in  overseas  manufacturing  facilities.  In 
addition  to  the  original  investment,  Abbott  has  had  to  increase  its 
facilities  on  a regular  basis  and  now  has  nearly  $4  million  invested 
in  just  these  foreign  production  facilities.  There  are  about  50 
people  working  on  Ethrane  in  Italy  and  England.  This  is  existing 
production.  That  is  being  expanded,  and  those  are  only  the  chemi- 
cal manufacturers.  They  do  not  include  the  line  workers,  the  fin- 
ishing workers,  and  so  forth.  So  that  means  that  many  jobs  fewer 
here  in  the  United  States.  Other  manufacturers  must  have  faced 
the  same  problem. 
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Even  so,  in  1978,  Abbott  Laboratories  alone  provided  a favorable 
net  balance  of  trade  of  over  $140  million  to  the  United  States.  The 
industry’s  export  of  IV2  billion  dollars’  worth  of  medicinals  and 
pharmaceuticals  provided  a net  favorable  balance  of  trade  of  about 
$822  million  last  year.  I think  you  will  agree  that  these  are  signifi- 
cant figures,  and  the  biggest  users  of  these  drugs  were  such  mar- 
kets as  Japan,  the  EEC,  Canada,  and  Australia/Oceania  with  a 
sizable  portion  of  the  remainder  going  to  Latin  America.  Had  we 
had  the  opportunity  of  exporting  more  of  our  products,  the  net 
balance  would  have  been  even  greater  and  some  of  the  transfer  of 
jobs’  capital  and  technology  could  have  been  avoided. 

It  is  frequently  unnecessary  to  have  more  than  one  plant  produc- 
ing some  of  these  products.  Therefore,  it  is  certainly  reasonable  to 
predict  that  if  this  prohibition  on  exports  is  to  include  even  ap- 
proved products  and  these  products  are,  instead,  produced  overseas, 
the  balance  of  trade  could  become  unfavorable.  American  compa- 
nies would  be  producing  their  overseas  product  requirements 
abroad,  and  I would  assume  even  importing  some  of  those  products 
into  the  U.S.  markets.  Quite  clearly,  this  provision  will  increase 
the  export  of  jobs,  of  capital  and  technology,  and  it  will  add  to 
America’s  current,  crucial  foreign  exchange  and  balance-of-pay- 
ments  problems.  It  will  increase  the  taxes  paid  by  the  U.S.  compa- 
nies to  foreign  countries  and  decrease  the  taxes  paid  to  our  own 
U.S.  Treasury.  We  submit  that  such  an  effort  is  harmful  to  the 
U.S.  and  of  no  practical  benefit  to  anyone  abroad  except  the  for- 
eign drug  companies. 

Just  how  harmful,  it  would  be  difficult  to  say,  but  Senator  Ste- 
venson said,  on  March  26,  1979,  at  the  Chicago  World  Trade  Con- 
ference that:  “Every  billion  dollars  more — of  exports — creates 
about  40,000  additional  jobs.”  Assuming  that  that  figure  is  about 
correct,  the  impact  of  this  bill  could  be  very  severe  indeed. 

The  same  question  about  exports  has  arisen  elsewhere.  In  an- 
swering questions  raised  in  Parliament,  the  United  Kingdom  Min- 
ister of  Health,  Mr.  Roland  Moyle,  recently  stated  a position  that 
we  would  endorse.  Mr.  Moyle  stressed  that  it  should  be  left  to  the 
governmental  authorities  in  the  countries  to  which  British  exports 
were  sent  to  implement  whatever  controls  they  considered  to  be 
appropriate. 

He  went  on  to  say: 

Of  fundamental  importance  is  the  fact  that  conditions  including  the  availability  of 
medical  services,  endemic  disease,  climate  and  diet  may  be  different  in  other  coun- 
tries. For  this  reason,  I remain  of  the  opinion  that  this  country  cannot  deny  other 
countries  the  opportunity  of  deciding  for  themselves  which  medicines  they  require 
and  how  any  information  about  these  is  provided  to  their  own  doctors. 

Switching  to  a more  positive  note,  I can  say  that  our  review  of 
the  drug  clearance  process  indicates  a substantial  improvement  in 
your  bill  over  earlier  proposals.  The  introduction  of  the  public  into 
the  approval  process  can  be  satisfactory  if  the  Commissioner  does 
not  succumb  to  the  temptation  to  hold  unnecessary  hearings.  We 
feel,  however,  that  the  change  in  the  imminent-hazard  standard  is 
very  undesirable. 

We  endorse  the  expansion  of  the  written  informed  consent  re- 
quirement to  include  all  phases  of  the  drug-investigation  process. 
We  feel  that  the  provisions  dealing  with  drug-investigation  advice, 
drug-investigation  guidelines  and  the  informal  procedure  for  reso- 
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lution  of  scientific  disputes  are  all  excellent.  Althougn  we  are 
appending  minor  rewrites  of  subsections  (2)  and  (3),  we  feel  that 
these  do  not  in  any  way  change  the  thrust  of  your  objectives.  On 
the  contrary,  we  feel  that  they  will  help  to  insure  that  your  con- 
cept will  be  put  into  practice. 

We  welcome  the  provision  for  a compassionate  IND.  This  would 
allow  an  important  new  drug  to  be  used  by  physicians  to  treat  a 
small  number  of  patients  while  the  formal  investigations  are  un- 
derway. We  are  particularly  pleased  with  the  section  which  allows 
for  FDA  to  approve  certain  important  new  drugs  which  are  needed 
by  many  disabled  individuals  before  completion  of  the  rigorous 
control  studies  which  may  take  several  years.  One  of  our  own 
drugs,  Depakene,  known  as  valproate  sodium,  is  an  example  of 
such  a drug. 

I would  like  to  disagree  for  a moment  with  my  learned  competi- 
tor, Mr.  Clark,  on  the  sampling  provisions.  We  would  much  prefer 
to  see  the  samples,  requested  by  the  physician  in  writing,  be  dis- 
tributed by  the  salesman  at  the  time  the  request  is  made.  I can  tell 
you  from  time  in  the  field  in  detailing  physicians  that  these  mate- 
rials are  needed  at  the  time,  whether  for  people  who  are  in  circum- 
stances where  they  cannot  afford  a drug  at  that  time,  or  for  pre- 
liminary startup  of  a prescription.  It  would  be  a a shame  not  to 
have  them  when  the  physician  wanted  them  rather  than  to  come 
through  the  mail,  which  I do  not  think  will  improve  the  speed. 

I regret  that  I have  not  been  able  to  provide  a more  complete 
statement  prior  to  testifying,  but,  as  you  know,  I did  interrupt  a 
long-standing  business  trip  to  Europe  to  be  here  and  returned  just 
last  night. 

Senator  Kennedy  [chairman  presiding].  I think  that  is  the  first 
difference  in  testimony  that  we  have  had  from  pharmaceutical 
companies  in  the  6 years  that  we  have  been  listening  to  you  fine 
gentlemen.  [Laughter.] 

Mr.  Ledder.  We  are  competitive. 

Senator  Kennedy.  We  take  special  note  of  it.  [Laughter.] 

Mr.  Ledder.  I hope  the  note  will  include  revising  the  proposed 
Senate  bill. 

Senator  Kennedy.  Well,  we  cannot  guarantee  that,  but  we  will 
certainly  review  it. 

Mr.  Ledder.  Thank  you,  Senator.  I do  appreciate  the  opportunity 
of  testifying  on  this  bill  and  wish  to  express,  again,  my  own  and 
my  company's  willingness  to  work  with  you  in  developing  the  kind 
of  a bill  that  would  be  most  desirable  for  all  parties  concerned. 
Thank  you,  sir. 

Senator  Kennedy.  Thank  you  very  much,  Mr.  Ledder. 

[The  following  information  was  subsequently  supplied  for  the 
record:] 
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Appendix  to  Testimony  of  Edward  J.  Ledder 

Suggested  amendments  to  subsections  505  (i)  (2)  and  505  (i)  (3)  (B) : 

502  (i)  (2)  Drug  Investigation  Advice.  Any  person  who  intends  to 
investigate  or  is  investigating  a drug  may  request  that  the 
Secretary  provide  advice  regarding  that  person’s 

(A)  the  overall  plan  for  investigating  the  drug; 

(B)  specific  protocols  or  methods  to  be  used  in  one 
or  more  investigations  of  the  drug; 

(C)  the  results  of  one  or  more  completed  investigations 
of  the  drug;  and 

(D)  the  potential  acceptability  of  information  that 
may  be  submitted  b£  that  person. 

In  response  to  such  a request,  the  Secretary  shall  provide  advice 
in  writing. 

505  (i)  (3)  (B)  When  in  effect  guidelines  shall  represent  the 
formal  position  of  the  Secretary  regarding  protocols  and  methods; 
such  guidelines  may  be  relied  upon  by  any  person  and  shall  be  adhered 
to  by  the  Secretary.  If  a person  follows  a protocol  or  method  in 
conformity  with  a guideline,  and  the  Secretary  subsequently  amends  or 
revokes  such  guideline  pursuant  to  subparagraph  (A) , the  Secretary 
shall  accept  such  protocol  or  method  in  that  case  unless  he  determines 
that  acceptance  thereof  would  be  contrary  to  the  public  health.  Such 
determination  shall  specify  in  writing  the  grounds  upon  which  the 
Secretary  has  determined  that  the  change  must  have  retroactive  effect . 
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The  Honorable  Edward  M.  Kennedy 
United  Stales  Senate 
Washington,  D.C,  20310 

Dear  Senator  Kennedy: 

On  Kay  IS,  1979  Mr.  Leader  testified  before  your 
coimriittce  on  the  Drug  Regulation  Reform  Act  of 
1979.  On  page  one  of  Mr*  Ladder’s  statement*  it' 
states  that,  '’Some  countries  do  not  even  permit 
a package  insert  for  products  sold  through 
pharmacies.”  A footnote  cites  Canada,  Guatemala, 
Colombia  and  Mexico  as  examples.  That  statement 
regains  true  for  Canada  and  Colombia  but  is  now 
misleading  with  reference  to  the  other  countries. 


In.  Guatemala  there  is  neither  a requirement  for, 
nor  & prohibition  against,  use  of  drug  package 
inserts.  A manufacturer  is  free  to  use  insects 
vith  its  products. 

Drug  regulations  in  Mexico  require  package  inserts, 
intended  to  be  read  by  the  patient,  for  three  anti- 
biotics (pcncillin,  tetracyclines  and  chloramphen- 
icol), anticancer  drugs  and  digoxin.  For  all  other 
drug  products  package  inserts  are  optional. 

In  Mr.  Lcdder’s  absence  he  has  asked  me  to  make 
this  correction  in  the  record, 

. 


50-972  0-79-35 
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Senator  Kennedy.  I want  to  express  my  apologies  for  not  being 
here,  but  I had  an  unavoidable  situation  that  I had  to  attend  to.  I 
want  to  thank  Bob  Clark  for  his  testimony,  although  I did  not  hear 
it.  I am  familiar  with  it,  and  I think  that  the  testimony  of  both  Mr. 
Clark  and  Mr.  Ledder  has  been  extremely  constructive  and  helpful 
to  the  committee. 

I see  Mr.  Stetler  back  there,  Joe,  we  welcome  your  testimony.  I 
look  forward  to  reviewing  it  with  great  detail. 

I think  it  is  important  to  point  out,  if  our  current  panel  will 
permit  me,  that  this  will  be  the  last  time,  I think,  that  Joe  Stetler 
will  appear  in  this  particular  capacity.  Although  Mr.  Stetler  and  I 
have  differed  on  some  matters,  we  have  enormously  valued  his 
presentations.  They  have  been  forceful  and  well  thought  out  and 
always  helpful  to  the  committee.  Joe,  I want  to  express  my  appre- 
ciation for  all  your  appearances  here.  It  is  always  good  to  welcome 
you  back. 

I have  had  the  good  opportunity,  as  Mr.  Clark  and  Mr.  Ledder 
know,  to  visit  both  of  their  companies.  At  the  Hoffman-LaRoche 
facility  in  New  Jersey  a little  over  1 year  ago,  I met  with  the 
company  executives  and  had  the  chance  to  see  one  of  the  great 
companies  of  this  country.  I want  to  thank  Mr.  Clark  for  his 
presentation  and  the  helpful  comments  that  were  made. 

And  more  recently,  Mr.  Ledder,  I had  the  chance  to  visit  you  and 
the  Abbott  Laboratories,  and  had  the  opportunity  to  talk  with  your 
people  there,  which  was  very  helpful. 

I just  have  a couple  of  brief  question.  First,  Mr.  Ledder,  on  the 
export  provision.  Would  you  ever  see  a circumstance  where  there 
should  be  labeling  requirements  for  exports?  Is  it  your  position 
that  we  should  never  impose  a labeling  requirement  on  drugs  that 
were  exported? 

Mr.  Ledder.  No,  sir,  I think  that  that  would  probably  be  a 
mistake.  I think  a solution  could  be  found  where  you  would  take, 
let  us  say,  the  major  countries,  the  ones  I have  listed,  which 
happened  to  also  be  those  I would  say  with  deference  to  any  of  the 
smaller  ones — I would  not  want  to  pass  them  over — but  in  terms  of 
research  expenditures,  in  terms  of  regulatory  abilities,  it  would 
seem  to  me  that  if  they  had  approved  claims  and  labeling  and  then 
the,  if  you  will,  the  Third  World  were  permitted  to  use  those  or 
ours,  that  that  would  be  a good  alternative.  I would  say  if  neither 
was  available,  then  I would  agree  with  Mr.  Stetler  and  your  bill, 
that  then  the  FDA  should  control. 

Senator  Kennedy.  In  the  other  part  of  your  testimony,  you  spoke 
about  the  FDA  substituting  its  judgment  for  that  of  another  coun- 
try. I do  not  think  it  is  completely  unrealistic  to  conclude  that  in 
some  situations  the  other  country  may  lack  the  kind  of  scientific 
knowledge  and  background  and  experience  which  FDA  has.  There 
may  also  be  instances  of  scientific  error  which  the  FDA  might  pick 
up,  and  other  circumstances  where  it  seems  clear  that  the  drug  to 
be  exported  might  pose  a health  hazard. 

And  I am  interested  to  see  whether,  if  such  situation  were  to 
develop,  you  feel  it  is  not  imperative  for  FDA  to  forbid  the  export? 

Mr.  Ledder.  For  our  purposes,  Senator,  if  the  major  countries, 
classified  however  you  would  do  so,  as  knowledgeable  and  adequate 
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to  determine  labeling  were  permitted  to  do  so,  this  would  probably 
cover,  in  our  case,  90  to  95  percent  of  the  exports. 

Senator  Kennedy.  But  I am  worried  about  those  others  and  what 
language  we  should  use  to  deal  with  those  circumstances  in  which 
there  was  a belief  or  a feeling  within  the  FDA,  based  upon  scientif- 
ic evidence,  that  there  may  be  a health  hazard.  I think  in  the 
waiver  provisions  we  have  tried  to  indicate  that  this  would  be  the 
exceptional  case.  Yet  you  recognize  that  there  may  be  circum- 
stances—the  5 percent — where  it  is  useful  to  have  such  an  excep- 
tion. Perhaps  you  have  some  additional  language  that  would  deal 
with  these  particular  instances. 

Mr.  Ledder.  I think  our  preference  would  be  if  it  would  be 
possible  to  go  back  to  the  House-approved  version  of  the  drug 
device  bill  where,  if  it  were  established  that  these  smaller  coun- 
tries, had  appropriate  regulatory  facilities  they  could  decide  on 
their  own,  and  if  not,  then  our  FDA  should.  I agree  with  that.  That 
has  been  changed  in  the  final  bill. 

Senator  Kennedy.  How  would  you  define  that?  Can  you  help  us 
define  what  is  an  appropriate  process? 

Mr.  Ledder.  It  would  be  difficult  for  me  to  do  that  sitting  here, 
but  we  would  be  very  pleased  to  work  on  that. 

Senator  Kennedy.  We  would  be  glad  to  work  with  your  people  on 
that. 

Senator  Schweiker? 

Senator  Schweiker.  Thank  you,  Mr.  Chairman. 

Mr.  Clark,  you  expressed  concern  about  disclosure,  and  said  that 
Section  120  would  require  you  to  list  the  articles  used  as  compo- 
nents of  the  drug,  including  inactive  components,  and  state  the 
composition  of  the  drug.  In  terms  of  drugs  that  are  patentable,  I 
gather,  that  information  would  probably  already  be  disclosed, 
would  it  not,  Mr.  Clark?  Would  that  information  be  disclosed  in  the 
patent  application  or  not? 

Mr.  Clark.  It  might  or  it  might  not.  It  depends  on— when  you 
file  a patent  application,  you  present  your  best  estimate  as  to  what 
the  formulation  of  the  drug  should  be.  That  may  change  by  the 
time  you  get  around  to  filing  an  NDA. 

What  I am,  I think,  objecting  to  here  is  that  up  until  now  the 
formulation  of  a drug  has  been  regarded  as  a trade  secret.  By 
formulation,  I mean  the  excipients  and  the  technology,  the  quality 
control,  methodology,  et  cetera, y et  cetera. 

Senator  Schweiker.  And,  of  course,  if  a drug  not  patentable,  you 
feel  this  is  very  clearly  trade  secret  information? 

Mr.  Clark.  Oh,  of  course. 

Senator  Schweiker.  Do  you  have  a rough  industry  breakdown  of 
how  many  drugs  today  are  patentable,  and  how  many  are  not? 

Mr.  Clark.  In  terms  of  what  is  out  there  in  the  market,  I do  not 
have  any.  I would  guess  if  you  are  talking  about  new  drug  applica- 
tions, most  of  them  are  the  subject  of  patents  or  patent  applica- 
tions although  there  is  more  activity  coming  along  now  in  some  of 
the  natural  product  areas  and  so  forth  where  the  prospects  of 
patentability  are  dubious,  let  us  put  it  that  way. 

We  ourselves  are  working  with  a substance  known  as  interferon 
and  another  substance  known  as  thymosin.  They  are  both  known 
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substances.  It  will  be  hard  to  see  whether  they  will  be  patentable 

as  substances. 

Senator  Schweiker.  On  the  patent,  question  again,  you  say  there 
are  cases  when  you  do  not  put  the  formulation  in  the  patent 
application? 

Mr.  Clark.  No.  You  would  put  the  formulation  in,  Senator.  You 
would  have  to  in  a patent  application.  You  have  to  describe  what, 
at  that  point  when  you  file,  is  your  best  estimate  as  to  how  you 
would  formulate  the  drug,  but  that  can  change  radically  by  the 
time  you  get  around  to  filing  an  NDA. 

The  active  ingredient  remains  the  same,  but  the  formulation 
may  be  quite  different. 

Senator  Schweiker.  Would  you  care  to  comment  on  the  estab- 
lishment of  a short  form  new  drug  application  procedure  for  post- 
62  drugs,  such  as  I have  proposed  in  my  bill  after  5-year  period? 

Mr.  Clark.  Well,  as  I say,  Senator,  I have  not  read  your  bill,  but 
I am  certainly  going  to.  As  I understand  it,  however,  and  as  I heard 
it  from  the  testimony  before,  the  short  form  would  be  comparable, 
I suppose,  to  an  ANDA  as  we  call  it  now.  I have  no  difficulty  with 
that  so  long,  as  Mr.  Stetler  testified,  there  is  some  evidence  on  the 
part  of  the  second  comer  that  his  drug  is  bioequivalent.  As  to  the  5- 
year  period,  this  was  something  that  we  were  very  much  involved 
with  developing  at  the  time  the  original  bill  was  introduced,  and  I 
am  certainly  in  favor  of  that,  and  I think  it  is  only  fair  that  the 
innovator  should  have  that  period.  It  is  also,  I think,  sound  public 
policy  because  I think  that  if  FDA  is  considering  an  ANDA,  for 
example,  on  a very  recently  introduced  drug,  one  of  the  things  they 
should  consider  is  that  there  should  be  some  experience  with  that 
drug  in  the  marketplace  on  the  part  of  the  innovator  before  they 
start  inviting  a lot  of  others  in. 

I believe  this  will  be  part  of  the  post-marketing  surveillance 
report  that  will  ultimately  come  forth,  although  I am  not  sure. 

Senator  Schweiker.  I put  a requirement  for  “sufficient  experi- 
ence/’ but  at  least  5 years,  in  my  bill.  FDA  has  criticized  the 
sufficient  experience  part  of  that.  They  feel  it  opens  them  up  to 
lawsuits  because  then  it  becomes  a challengable,  subjective  judg- 
ment when  due  short  form  can  be  used.  I am  not  disagreeing  with 
your  point,  but  FDA's  immediate  reaction  yesterday  was  that  the 
provision  opens  the  case  of  the  short  procedure  up  to  lawsuits, 
because  it  gets  to  be  a subjective  judgment  as  to  what  is  sufficient 
experience.  I feel  like  you  do.  There  should  be  sufficient  experi- 
ence. 

Their  response  was  that  we  should  put  in  a clear,  final  time  limit 
to  avoid  creating  a lot  of  legal  challenge. 

Mr.  Clark.  Well,  I am  in  favor  of  the  time  limit,  Senator,  whichl 
understand  is  in  your  bill.  I was  simply  advancing  as  a reason  for 
it  the  fact  that  there  should  be  that  body  of  experience  before  you 
bring  in  second  comers. 

Senator  Schweiker.  Maybe  I misunderstood  you.  My  bill  had 
both  the  time  minimum  and  the  sufficient  experience  require- 
ments. FDA  criticized  the  sufficient  experience  aspect  of  it.  Were 
you  combining  the  two  together,  saying  that  the  reason  for  the  5- 
year  time  limit,  in  your  view,  is  to  get  sufficient  experience? 
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Mr.  Clark.  I am  putting  the  two  together,  but  FDA  criticizes  a 
lot  of  things  that  do  not  bother  me  very  much.  [Laughter.] 

Senator  Schweiker.  Mr.  Ledder,  the  export  problem  is  obviously 
of  great  concern  to  you,  as  expressed  in  your  testimony.  What  are 
your  competitors  in  other  countries  faced  with?  In  other  words, 
what  requirements  do  competing  countries  impose  in  terms  of 
export  controls? 

Mr.  Ledder.  They  just  clean  up  on  us.  They  would  just  love  to 
have  this  legislation  go  through  the  way  it  is. 

Senator  Schweiker.  Who  are  our  major  competitive  countries  in 
drug  manufacturing? 

Mr.  Ledder.  The  major  ones,  Japan,  England,  France,  Germany. 

Senator  Schweiker.  Do  I understand  that  none  of  them  place 
these  kinds  of  requirements  on  manufacturers  in  their  respective 
countries? 

Mr.  Ledder.  Senator,  it  is  my  understanding  that  not  a single 
one  of  the  major  ones  requires  this. 

Senator  Schweiker.  This  is  of  some  concern  to  me.  I get  very 
disappointed  and  discouraged  when  I see  us  setting  up  require- 
ments that  tie  one  hand  behind  our  backs,  while  all  the  other 
countries,  including  Germany  and  Japan  with  their  favorable  trade 
balances,  can  do  a lot  of  things  that  we  cannot  do.  This  provision,  it 
seems  to  me,  puts  us  behind  the  eight  ball  again,  and  is  somewhat 
unrealistic. 

Now,  I do  not  know  if  there  is  some  way  to  solve  this  problem 
which  will  permit  exports  and  also  have  some  kind  of  limitation  to 
meet  the  reasonable  concerns  expressed  by  some  of  my  colleagues. 
I do  not  know.  I hope  we  can  work  out  something. 

Mr.  Ledder.  We  appreciate  your  concern.  We  have  it  because 
about  35  percent  of  our  volume  is  overseas,  and  we  are  in  160 
countries,  and  you  do  require  plant  production  in  many  of  the 
major  countries,  but  some  you  do  not.  And  if  I have  to  start  a plant 
overseas  to  produce  a product  because  I can  introduce  it  overseas 
before  I know  I can  get  clearance  from  the  FDA,  then  I end  up 
usually  with  two  plants,  and  that  is  inefficient.  If  there  is  one  thing 
this  country  needs  it  is  increased  productivity  and  efficiency.  We 
are  far  down  the  line.  In  productivity,  there  is  only  one  country 
worse  than  the  United  States  and  that  is  Britian,  and  that  is  not 
saying  too  much. 

Senator  Schweiker.  That  completes  my  questions,  Mr.  Chair- 
man. Thank  you. 

Senator  Kennedy.  Mr.  Clark,  just  a couple  of  questions.  Would 
you  have  the  same  reservations  about  civil  penalties  if  they  were 
imposed  by  the  courts  rather  than  the  Food  and  Drug  Administra- 
tion? 

Mr.  Clark.  Not  at  all.  No,  I would  not  have  the  same  reserva- 
tions. My  concern  is  that  there  is  a regulatory  agency  that  has 
arrived  at  a decision  and  then  turns  right  around  without  any 
right  of  appeal  in  the  bill  and  socks  me  with  a fine. 

Mr.  Ledder.  Senator,  we  feel  exactly  the  same. 

Senator  Kennedy.  About  the  distinction  between  the  courts  and 
FDA? 

Mr.  Ledder.  Yes.  The  court,  fine. 
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Senator  Kennedy.  Finally,  Mr.  Clark,  could  you  make  a general- 
ization— or  would  you  dare  make  a generalization — about  whether 
the  legislation  is  useful  or  constructive? 

Mr.  Clark.  I think  by  and  large  I am  very  supportive  of  the  bill 
that  you  have  introduced.  However,  there  are  comments  we  have 
made.  But  it  certainly  is  a tremendous  improvement  over  last  year 
for  which  I want  to  thank  the  committee  and  the  staff,  and  as  you 
know,  our  position  has  been  that  there  is  need  for  some  legislation. 
And  I think  this  goes  a long  way  to  meet  it. 

Senator  Kennedy.  Thank  you  very  much.  That  is  very  helpful. 
Our  next  panel  is  John  Freeman,  M.D.,  director  of  pediatric 
neurology,  Johns  Hopkins  University,  representing  the  American 
Academy  of  Pediatrics  and  Leonard  Dreifus,  M.D.,  chief  of  cardiolo- 
gy, Lankenan  Hospital,  Philadelphia,  representing  the  American 
Heart  Association  and  the  American  College  of  Cardiology. 

STATEMENTS  OF  JOHN  FREEMAN,  M.D.,  DIRECTOR  OF  PEDIAT- 
RIC NEUROLOGY,  JOHNS  HOPKINS  UNIVERSITY,  REPRESENT- 
ING THE  AMERICAN  ACADEMY  OF  PEDIATRICS,  AND  LEON- 
ARD DREIFUS,  M.D.,  CHIEF  OF  CARDIOLOGY,  LANKENAN 
HOSPITAL,  PHILADELPHIA,  REPRESENTING  THE  AMERICAN 
HEART  ASSOCIATION  AND  THE  AMERICAN  COLLEGE  OF  CAR- 
DIOLOGY, A PANEL 

Dr.  Freeman.  Thank  you,  Senator  Kennedy,  Senator  Schweiker. 
I am  Dr.  John  Freeman,  representing  the  American  Academy  of 
Pediatrics,  an  organization  of  20,000  pediatricians  dedicated  to  the 
care  of  infants, children  and  adolescents.  I am  also  director  of  pedi- 
atric neurology  at  Johns  Hopkins  University  and  a member  of  the 
Academy  of  Pediatrics’  Committee  on  Drugs,  which  has  been  the 
major  pediatric  advisory  board  to  the  Food  and  Drug  Administra- 
tion. 

Last  year  the  Academy  of  Pediatrics  testified  in  support  of  your 
bill  and  recommended  ways  of  strengthening  the  protection  of  chil- 
dren. I would,  again,  like  to  emphasize  portions  of  that  testimony, 
because  we  believe  that  this  is  a most  important  piece  of  legislation 
which  represents  a unique  potential  opportunity  for  Congress  to 
help  our  primary  constituents,  the  children. 

I emphasize  the  word  “potential”  because  the  legislation  which 
you  are  currently  considering  appears  to  ignore  the  special  needs  of 
children.  In  the  past,  laws  and  regulations  have  often  neglected  the 
needs  of  specific  protection  to  the  childhood  population  in  this 
country.  This  legislative  gap  has  resulted  in  the  marketing  of  drugs 
which  have  not  been  tested  in  children. 

Only  25  percent  of  currently  marketed  drugs  can  be  advertised 
as  safe  in  children.  This  does  not  mean  that  the  other  75  percent  of 
the  drugs  are  unsafe,  contraindicated  or  disapproved,  but  it  means 
that  there  has  not  been  sufficient  data  forwarded  to  the  FDA  to 
allow  approval  status  for  pediatric  use,  and  this  has  left  pediatri- 
cians with  a dilemma.  They  can  either  avoid  using  the  drug,  there- 
by depriving  children  of  its  potential  benefits,  or  they  can  prescribe 
the  drug  despite  the  lack  of  FDA  certification  for  children. 

Because  of  the  special  problems  of  testing  drugs  in  children  and 
because  drug  manufacturers  are  aware  that  drugs  useful  in  adults 
will  find  their  way  into  the  pediatric  population,  there  has  often 
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been  little  incentive  for  drug  manufacturers  to  test  drugs  in  chil- 
dren, and  this  lack  of  testing  has  resulted  in  chloramphenicel 
disasters  in  the  past  and  more  recently  in  our  inadequacy  in  man- 
agement of  seizures  in  infants. 

Under  contract  with  the  FDA,  the  American  Academy  of  Pediat- 
rics has  developed  guidelines  for  the  testing  of  drugs  in  children 
and  ethical  guidelines  to  guide  that  testing  both  of  which  are 
appended  to  our  testimony. 

The  FDA  has  become  increasingly  sensitive  and  is  on  the  verge 
of  publishing  guidelines  under  which  new  drugs  useful  in  children 
will  be  tested  prior  to  marketing  or  as  a condition  for  marketing.  A 
number  of  the  pharmaceutical  firms  are  already  beginning  to  test 
their  new  drugs  in  children. 

We  are  encouraged  that  the  bill  under  discussion  today  recog- 
nizes that  children,  pregnant  women  and  the  elderly  have  special 
needs  with  regard  to  drug  testing,  and  we  thank  the  members  of 
the  subcommittee  for  this  recognition. 

But  recognizing  those  needs  through  a warning  to  physicians 
that  certain  drugs  have  not  been  tested  in  children  is  not  suffi- 
cient, in  our  opinion.  Pediatricians  and  their  patients  would  still  be 
left  with  their  current  dilemmas  over  unapproved  drugs,  and  in- 
fants may  still  die  or  remain  poorly  treated  because  they  are  not 
just  miniature  adults. 

The  American  Academy  of  Pediatrics  believes  strongly  that 
before  a drug  is  approved  for  marketing,  well-controlled  studies  in 
children  should  be  planned  or  underway.  Without  such  a guaran- 
tee, the  drug  should  not  be  approved  unless  the  agent  has  excep- 
tional therapeutic  value  for  a condition  or  conditions  not  likely  to 
occur  in  children.  Not  every  new  drug  would  require  investigation 
in  children — only  those  which  are  novel  or  of  clear  usefulness  for 
treatment  of  major  illnesses  or  specifically  indicated  for  disorders 
of  infants  and  children.  A redundant  drug  would  not  require  evalu- 
ation since  useful  prototypes  would  already  be  available,  but  in 
such  cases,  a strong  proscription  against  the  use  of  this  drug  in 
children  should  be  stipulated.  This  proscription  would  also  provide 
an  economic  incentive  for  manufacturers  to  test  their  drugs  in  the 
children. 

Thus,  based  on  priorities  established  by  therapeutic  need,  a 
therapeutic  armamentarium  could  be  built,  and  although  it  would 
contain  limited  entries,  it  would  be  one  which  a physician  could 
employ  with  a degree  of  certainty  and  assurance  as  to  the  safety 
and  efficacy  for  children.  Such  a goal  is  achievable  if  the  Drug 
Regulation  Reform  Act  of  1979  is  modified  to  acknowledge  the 
needs  of  this  important  segment  of  our  population. 

Mr.  Chairman,  the  academy  supports  most  of  S.  1075,  just  as  it 
supported  many  elements  of  last  year’s  bill.  I would  like  to  com- 
ment on  a few  specific  aspects  of  this  current  legislation. 

First,  we  strongly  support  a program  of  surveillance  of  drug  use 
and  experience.  This  is  especially  important  for  the  identification 
of  adverse  effects  in  growing  and  developing  populations  such  as 
children.  Because  of  the  growth  and  developmental  factors,  we 
believe  the  unique  aspects  of  drug  surveillance  in  children  should 
be  acknowledged  in  this  section,  and  specific  time  limits  on  post- 
marketing surveillance  would  be  inappropriate  for  this  group. 
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Second,  as  stated  above,  we  believe  that  the  new  agents  which 
are  a significant  advance  in  therapy  must  be  evaluated  in  children 
in  a well-controlled  manner  if  they  are  likely  to  be  used  in  children 
after  marketing.  This  requirement,  however,  should  not  bring 
about  a delay  in  marketing  of  new  agents  for  other  segments  of  the 
population.  The  mechanisms  which  we  have  outlined  for  the  treat- 
ment of  breakthough  drugs  in  this  bill  may  represent  a means 
whereby  the  drug  will  be  available  for  other  segments  of  the  popu- 
lation while  studies  are  still  being  completed  in  children.  Past 
experience  suggests  that  unless  there  is  a requirement  for  investi- 
gations in  children,  many  new  agents  will  not  undergo  well  con- 
trolled studies  for  safety  and  efficacy  in  this  population. 

Third,  premarketing  investigation  in  children  should  not  begin 
until  there  is  reasonable  evidence  of  efficacy  and  safety  in  adults. 
Only  children  with  a disease  for  which  the  agent  is  efficacious 
should  be  enrolled  in  treatment  protocols,  and  since  there  are 
differences  in  drug  disposition  in  children  and  adults,  separate 
treatment  protocols  must  be  developed  for  the  pediatric  population. 
In  the  event  that  a new  drug  is  developed  for  a condition  that 
occurs  primarily  in  children,  children  should  be  enrolled  at  an 
earlier  stage  in  premarketing  surveys. 

The  issue  of  informed  consent  is  discussed  in  the  academy’s 
guidelines  for  the  ethical  conduct  of  studies  to  evaluate  drugs  in 
pediatric  population.  This  document  was  developed  by  the  Acade- 
my’s Committee  on  Drugs  and  is  a thorough  discussion  of  the 
difficult  task  of  conducting  investigations  in  children,  and  we  be- 
lieve that  these  guidelines  are  important  to  protect  children.  We 
believe  that  this  legislation  should  specifically  address  these  special 
ethical  problems  in  children. 

Fourth,  a drug  product’s  information  labeling  for  practitioners 
should  contain  information  about  use  of  the  product  in  children  to 
include  clinical  pharmacology,  dosage,  administration  and  side  ef- 
fects. If  studies  in  children  were  not  required  for  the  approval  of 
the  product,  the  product  should  be  labeled  as  not  for  use  in  chil- 
dren. 

Fifth,  drug  science  advisory  committees  have  been  very  impor- 
tant in  the  function  of  the  FDA,  and  we  would  urge  that  these 
committees  consist  of  appropriate  numbers  of  practitioners  and 
investigators  with  specific  interest  and  expertise  in  particular  pa- 
tient populations. 

Advisers  working  exclusively  with  adults  often  forget  the  special 
needs  of  infants,  children  and  pregnant  women,  and  we  would  like 
to  see  pediatric  advisers  and  advisers  in  these  other  groups  includ- 
ed in  these  panels  where  needed. 

And  last,  several  research  functions  of  the  National  Center  for 
Drug  Science  are  listed  in  the  bill.  We  would  add  that,  because  of 
the  current  lack  of  knowledge  about  drug  use  in  pregnant  women, 
infants,  children  and  adolescents,  the  need  for  research  in  these 
patients  should  be  noted  specifically  in  the  legislation.  The  center’s 
responsbilities  for  training  in  clinical  pharmacology  should  include 
these  special  populations.  The  American  Academy  of  Pediatrics 
believes  that  if  such  populations  are  not  specifically  mentioned  in 
the  legislation  that  they  will  continue  to  be  underserved. 
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In  summary,  the  American  Academy  of  Pediatrics  strongly  sup- 
ports the  concepts  embodied  in  the  Drug  Regulation  Reform  Act  of 
1979,  but  would  like  to  see  it  strengthened.  We  believe  that  the 
pending  legislation  presents  an  excellent  opportunity  for  you  to 
positively  affect  the  health  of  infants,  children  and  adolescents  in 
this  country.  During  this  International  Year  of  the  Child,  if  Con- 
gress does  not  make  specific  provisions  for  children  in  this  bill,  we 
as  pediatricians  see  little  hope  for  improving  therapeutics  in  this 
large  segment  of  our  population.  Thank  you. 

[The  prepared  statement  of  Dr.  Freeman  and  additional  material 
supplied  for  the  record  follow:] 
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Mr.  Chairman,  I am  John  Freeman,  M.D.,  representing  the  American  Academy 
of  Pediatrics,  an  international  medical  association  and  children’s 
advocate  representing  nearly  20,000  pediatricians  dedicated  to  the  care 
of  infants,  children  and  adolescents.  I am  Director  of  Pediatric  Neuro- 
logy at  Johns  Hopkins  University  and  a member  of  the  Academy  of  Pediatrics' 
Committee  on  Drugs. 

For  many  years,  the  Academy’s  Committee  on  Drugs  has  been  the  majbr 
advisory  body  to  the  Food  and  Drug  Administration  (FDA)  on  drug  use  in 
children.  In  1970  the  FDA  entered  into  a contractual  agreement  with  the 
Academy  to  involve  us  in  the  evaluation  of  new  drugs  in  children;  the 
result  of  that  contract  was  the  comprehensive  study,  ’’General  Guidelines 
for  the  Evaluation  of  Drugs  to  be  Approved  for  Use  During  Pregnancy  and 
for  Treatment  of  Infants  and  Children,"  a copy  of  which  is  attached  as 
Appendix  A.  I cannot  overemphasize  this  document’s  applicability  and 
potential  usefulness  in  formulating  legislation  on  drugs. 

We  seem  to  be  at  a stage,  Mr.  Chairman,  where  both  Congress  and  the  FDA 
are  becoming  increasingly  sensitive  to  the  special  needs  of  children. 

In  the  past,  laws  and  regulations  have  often  neglected  the  need  for 
specific  protections  of  the  childhood  population  in  this  country.  This 
legislative  gap  has  resulted  in  the  marketing  of  drugs  which  have  not 

been  tested  in  children  and  for  which  safety,  efficacy  and  dosage  infor- 

mation relating  specifically  to  infants  and  children  have  not  been 
gathered.  The  needs  of  infants  and  children,  as  well  as  the  needs  of 

the  elderly  at  the  other  end  of  the  age  spectrum,  are  not  met  by  legis- 

lation which  overlooks  the  special  characteristics  of  these  vulnerable 
groups.  Physicians  recognize  this  shortcoming,  but  the  parents  of  those 
children  being  affected  usually  do  not. 

We  are  encouraged,  however,  by  recent  news  that  long-awaited  FDA  guide- 
lines encouraging  pharmaceutical  manufacturers  to  conduct  pre-marketing 
studies  of  appropriate  drugs  in  pediatric  populations  will  soon  be 
published.  We  are  encouraged  also  that  the  bill  under  discussion  today 
recognizes  that  children,  pregnant  women  and  the  elderly  do  have  special 

needs  with  regard  to  drug  testing.  We  thank  the  members  of  this  sub^ 

committee  for  that  recognition.  But  recognizing  those  needs  through  a 
warning  that  certain  drugs  have  not  been  tested  for  children  is  merely  a 
tentative  first  step.  The  physician  certainly  benefits  from  a warning 
that  the  drug  under  consideration  has  not  been  tested  in  children,  but 
that  warning  does  nothing  to  resolve  his  dilemma.  He  is  still  faced 
with  a child  in  need  of  that  medication  and  must  estimate  dosage  to  meet 

that  need.  What  the  physician  needs,  Mr.  Chairman,  is  hard  test  data  on 

safety,  dosage  and  efficacy  information.  A warning  that  such  data  is 
not  available  is  of  little  help. 

The  American  Academy  of  Pediatrics  believes  that  all  drugs  of  potential 
usefulness  in  children  should  be  evaluated  in  children  and  that  new  and 
innovative  approaches  must  be  taken  to  end  the  present  untenable  condition 
of  the  "therapeutic  orphan."  According  to  the  FDA,  as  of  last  year  only 
approximately  25  per  cent  of  the  drugs  currently  marketed  in  this  country 
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could  be  advertised  as  safe  and  effective  for  children.  This  does  not 
mean  that,  75  per  cent  of  the  drugs  are  contraindicated  or  disapproved 
for  use  in  infants  and  children  but  only  that  sufficient  data  have  not 
been  forwarded  to  the  FDA  to  grant  approval  status  for  pediatric  in- 
dications or  uses.  Because  neither  the  safety  nor  the  efficacy  of  many 
of  these  drugs  is  known  for  children,  physicians  are  faced  with  a dilemma: 
they  can  either  avoid  using  the  drug,  thereby  depriving  children  of  its 
potential  benefits,  or  they  can  prescribe  the  drug  despite  the  lack  of 
FDA  certification  for  children. 

S.  1075  authorizes  the  Secretary  of  Health,  Education  and  Welfare  to 
require  that  drugs  not  tested  in  infants,  children,  pregnant  women  and 
the  elderly  be  so  labeled.  This  legislation  does  not  address,  however, 
the  fact  that  such  drugs  still  find  their  way  into  widespread  use  in 
these  patients,  and  the  agents  are  used  in  a population  for  whom  there 
are  no  data  on  safety  or  efficacy.  Therefore,  little  incentive  exists 
for  manufacturers  to  perform  or  support  studies  which  will  provide  the 
information  necessary  for  FDA  approval.  The  American  Academy  of  Pediatrics 
believes  that  before  a drug  is  approved  for  marketing,  well-controlled 
studies  in  children  should  be  planned  or  underway.  Without  such  a 
guarantee,  a drug  should  not  be  approved  unless  the  agent  has  exceptional 
therapeutic  value  for  a condition  or  conditions  not  likely  to  occur  in 
children.  Not  every  new  drug  would  require  investigation  in  children — 
only  those  which  are  novel,  of  clear  usefulness  in  treatment  of  major 
illnesses  or  specifically  indicated  for  disorders  of  infants  and  children. 
Thus,  a redundant  drug  would  not  require  evaluation  since  useful  pro- 
totype drugs  would  already  be  available.  In  such  cases,  however,  a 
strong  proscription  against  the  use  of  these  drugs  in  children  should  be 
stipulated . 

Thus,  based  on  priorities  established  by  therapeutic  need,  a therapeutic 
armamentarium  could  be  built,  and,  although  it  would  contain  limited 
entries,  it  would  be  one  which  a physician  could  employ  with  a degree  of 
certainty  and  assurance  as  to  safety  and  efficacy  in  children.  Such  a 
goal  is  achievable  if  the  Drug  Regulation  Reform  Act  of  1979  is  modified 
to  acknowledge  the  needs  of  this  important  segment  of  our  population. 

Mr.  Chairman,  the  Academy  supports  much  of  S.  1075,  just  as  it  supported 
many  elements  of  last  year's  bill,  and  I would  like  to  comment  on  several 
specific  aspects  of  the  legislation. 

We  strongly  support  a program  of  surveillance  of  drug  use  and  experience. 
This  is  especially  important  for  identification  of  adverse  effects  in 
growing  and  maturing  infants,  children  and  adolescents.  Because  of 
growth  and  developmental  factors,  we  agree  that  specific  time  limits  on 
post-marketing  surveillance  are  inappropriate.  We  do,  however,  believe 
the  unique  aspects  of  drug  surveillance  in  children  should  be  acknow- 
ledged in  this  section. 

As  stated  above,  we  believe  that  new  agents  which  are  a significant 
advance  in  therapy  must  be  evaluated  in  children  in  a well-controlled 
manner  if  they  are  likely  to  be  used  in  children  after  marketing.  This 
requirement,  however,  should  not  bring  about  a delay  in  marketing  of  new 
agents  for  other  segments  of  the  population.  The  mechanism  outlined  for 
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treatment  of  breakthrough  drugs  in  S.  1075  may  represent  a means  whereby 
the  drug  will  be  available  for  other  segments  of  the  population  while 
studies  are  being  completed  in  children.  Past  experience  suggests  that 
unless  there  is  a requirement  for  investigations  in  children,  most  new 
agents  will  not  undergo  well-controlled  studies  of  safety  and  efficacy 
in  such  patients. 

Pre-marketing  investigation  in  children  should  not  begin  until  there  is 
reasonable  evidence  of  efficacy  and  safety  in  adults.  Only  children 
with  the  disease  for  which  the  agent  is  efficacious  should  be  enrolled 
in  treatment  protocols.  Since  there  may  be  differences  in  drug  dis- 
position in  children  and  adults,  separate  treatment  protocols  must  be 
developed  for  pediatric  patients.  In  the  event  that  a new  drug  is 
developed  for  a condition  that  occurs  primarily  in  children,  children 
could  be  enrolled  at  an  earlier  age  in  pre-marketing  investigations. 

The  issue  of  informed  consent  by  children  is  discussed  in  the  Academy’s 
"Guidelines  for  the  Ethical  Conduct  of  Studies  to  Evaluate  Drugs  in 
Pediatric  Populations"  (attached  as  Appendix  B) . This  document  was 
developed  by  the  Academy’s  Committee  on  Drugs  and  is  a thorough  dis- 
cussion of  the  difficult  task  of  conducting  investigations  in  children. 

We  believe  that  legislation  should  state  specifically  that  informed 
consent  should  be  obtained  from  an  adult  acting  on  behalf  of  the  minor 
in  all  instances  prior  to  enrollment  of  a child  in  a study.  The  inves- 
tigator's. zeal  should  not  be  permitted  to  result  in  misrepresentation  of 
the  nature  of  the  study.  The  child  should  be  old  enough  or  intellectually 
mature  enough  to  understand  appropriately  presented  data  about  the  study 
and  procedures  required  if  he  or  she  enrolls  in  it.  These  children 
should  be  given  the  right  to  say  no,  even  when  an  adult  acting  on  their 
bqjialf  has  given  consent.  Minors  13  years  of  age  or  older  should  be 
enrolled  in  a study  only  after  they  have  been  appropriately  informed  and 
have  given  their  consent. 

A drug  product’s  information  labeling  for  practitioners  should  contain 
information  about  use  of  the  product  in  children,  to  include  clinical 
pharmacology,  dosage,  administration  and  side-effects.  If  studies  in 
children  were  not  required  for  approval  of  the  product,  the  product 
should  be  labeled  as  not  for  use  in  children. 

Drug  Science  Advisory  Committees  have  been  important  to  the  function  of 
the  FDA,  and  we  would  urge  that  these  committees  consist  of  appropriate 
numbers  of  practitioners  and  investigators  with  specific  interests  and 
expertise  in  particular  patient  populations.  All  patient  populations 
should  be  represented,  when  appropriate,  on  advisory  committees. 

Several  research  functions  of  the  National  Center  for  Drug  Science  are 
listed  in  the  bill.  We  would  add  that  because  of  current  lack  of  know- 
ledge about  drug  use  in  pregnant  women,  infants,  children  and  adolescents, 
the  need  for  research  in  these  patients  should  be  noted  specifically  in 
the  legislation.  The  Center's  responsibilities  for  training  in  clinical 
pharmacology  should  include  adult  populations  as  well  as  other  specific 
patient  groups  such  as  the  elderly,  pregnant  women,  infants,  children 
and  adolescents.  The  American  Academy  of  Pediatrics  believes  that  if 
such  populations  are  not  specifically  mentioned  in  the  legislation, 
these  populations  will  continue  to  be  underserved. 

In  summary,  we  believe  that  the  pending  legislation  presents  an  ex- 
cellent opportunity  for  you  to  positively  affect  the  health  of  infants, 
children  and  adolescents  in  this  country.  It  is  a chance  for  Congress 
to  pay  more  than  lip  service  to  the  International  Year  of  the  Child  and 
begin  to  recognize  that  our  children  merit  special  attention  in  drug 
reform  legislation. 
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AMERICAN  ACADEMY  OF  PEDIATRICS 
Committee  on  Drugs 

Guidelines  for  the  Ethical  Conduct  of  Studies 
to  Evaluate  Drugs  in  Pediatric  Populations 


The  U.S.  Food  and  Drug  Administration  is  the 
regulatory  agency  charged  with  the  responsibility 
of  certifying  that  drugs*  are  safe  and  effective  for 
» isc  as  claimed.  According  to  the  I DA  regula- 
tions, only  25%  of  the  drugs  currently  marketed  in 
this  country  can  be  advertised  as  safe  and  effec- 
tive for  children.  This  does  not  imply  that  the 
drugs  are  contraindicated  or  disapproved  for  use 
in  infants  and/or  children;  it  only  means  that 
sufficient  data  have  not  been  forwarded  to  the 
FDA  to  grant  approval  status  for  pediatric  indica- 
tions or  uses.  Because  neither  the  safety  nor  the 
efficacy  of  many  of  these  drugs  is  known  for 
children,  physicians  have  had  two  choices: 

1.  Avoid  the  use  of  the  drug,  that  is,  deprive 
children  of  the  potential  benefits  of  the  thera- 
peutic agents  available  to  others. 

2.  Prescribe  the  drug  despite  the  lack  of  FDA 
certification  for  children. 

The  American  Academy  of  Pediatrics,  through 
its  Committee  on  Drugs,  issued  General 
Guidelines  for  the  Evaluation  of  Drugs  To  Be 
Approved  for  Use  During  Pregnancy  and  for 
Treatment  of  Infants  and  Children'  in  1974.  The 
publication  of  these  general  guidelines  and  their 
implications  for  future  drug  development  led  the 
FDA  to  request  that  the  Academy’s  Committee 
on  Drugs  advise  it  about  standards  of  ethical 
research  which  could  be  recommended  to  assure 
that  children,  and  society  in  general,  are  served 
appropriately  bv  studies  carried  out  in  pediatric 
populations  without  undue  hazard  or  discomfort. 
This  document  is  the  result  of  intensive  delibera- 


’Devices  that  carry  therapeutic  claims,  antiseptics,  cleansing 
materials,  and  other  substances  which  may  come  in  contact 
with  children  should  be  considered  in  the  same  manner  as 
drugs  when  they  are  evaluated  for  use  in  pediatric  popula- 
tioas.  The  same  careful  scrutiny  must  be  given  to  the 
protocols  under  which  such  devices  and  agents  are  studied  as 
outlined  in  this  document  for  drugs. 


lion  bv  the  Committee  on  Drugs,  its  consultants, 
and  advisors  about  the  ethical  questions  pertain- 
ing to  clinical  pharmacologic  studies  in  infants 
and  children. 

The  Committee  recognizes  the  problems 
inherent  in  investigations  on  children,  who  lack 
legal  authority  to  consent,  and  the  risks  inherent 
in  obtaining  third  partv  consent.  This  document 
presents  guidelines,  not  regulations,  which  are 
intended  to  offer  a spirit  and  an  approach  to  drug 
investigation  in  children.  These  guidelines  should 
be  studied  and  considered  bv  investigators  who  do 
not  fall  under  the  regulations  of  the  Department 
of  Health,  Education  and  Welfare,  as  well  as  by 
those  who  do.  Review  mechanisms  are  proposed 
to  assure  that  investigators  receive  outside  ethical 
scrutiny  and  that  the  intent  of  the  guidelines  has 
been  met. 

Most  of  the  debate  about  the  ethics  of  drug 
research  stresses  risks;  however,  in  most  research 
studies  risks  are  minimal  although  the  child  may 
suffer  inconvenience  and  discomfort  as  a result  of 
enrollment  in  the  study.  Moreover,  benefits  are 
frequently  derived  from  participation  in  clinical 
research  studies.  These  benefits  include  closer 
medical  scrutiny,  better  nursing  attention,  and 
more  effective  therapeutic  interventions  as  a 
result  of  rigorous  and  scientifically  valid  proto- 
cols. 

Experimentation  Versus  Research 

Experimentation  may  be  defined  as  the  use  of 
unproven  methods,  medications,  or  doses.  Un- 
proven therapies,  while  they  may  be  called  “in- 
novative treatment,”  are  actually  experimenta- 
tion, but  they  are  not  necessarily  research. 
Research  is  well-controlled,  systematic  investiga- 
tion intended  to  develop  new  and  useful  knowl- 
edge. ' 

The  Committee  believes  that  it  is  unethical  to 
adhere  to  a system  which  forces  physicians  to  use 
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therapeutic  agents  in  an  uncontrolled  experi- 
mental situation  virtually  every  time  they 
prescribe  for  children.  Furthermore,  it  is  not  onlv 
ethical  but  also  imperative  that  new  drugs  to  be 
used  in  children  be  studied  in  children  under 
controlled  circumstances  so  the  benefits  of  thera- 
peutic advances  will  become  available  to  all  who 
may  need  them. 

The  Need  to  Study  Children 

Children  must  be  studied  to  make  rational  drug 
therapy  available  to  themselves  and  to  other 
children.  Systematic  research  on  new  drugs  must 
be  carried  out  in  children  because  no  animal  or 
clinical  model  exactly  predicts  the  effect  of  agents 
on  children  of  various  ages  and  stages  of  develop- 
ment. Thus,  the  different  volume  of  the  various 
bodv  fluid  spaces  in  the  earh  stages  ol  develop- 
ment, the  dynamics  of  growth  of  various  organs, 
the  changes  in  renal  and  metabolic  function 
throughout  infancy  and  childhood,  and  the 
myriad  other  alterations  which  are  a part  of 
normal  human  development  may  all  modify  the 
rate  of  elimination  of  the  drugs,  the  dosage 
regimen,  the  effectiveness,  and  the  safetv  of 
pharmacologic  agents.  Data  obtained  in  animal 
models  are  inadequate,  as  is  extrapolation  from 
experience  in  adults. 

The  crucial  experimental  research  from  which 
the  most  important  information  can  be  obtained 
on  the  use  of  drugs  in  children  is  that  which 
utilizes  the  child  as  the  experimental  subject. 

Studies  should  be  carried  out  in  children  bv 
qualified  investigators  as  soon  as  possible  after  the 
need  for  use  in  pediatric  patients  has  been  identi- 
fied and  basic  pharmacologic  information  has 
been  accumulated. 

Pediatric  patients  should  be  selected  as  subjects 
for  studies  when  there  is  a need  for  the  results  of 
studies  in  infants  and  children  for  therapeutic 
uses.  In  general,  pediatric  patients  should  be 
selected  only  after  the  safety  and  efficacy  of  the 
agent  under  study  has  been  evaluated  in  adults. 
Efficacy  data  cannot  always  be  obtained  in  adults, 
however,  since  there  are  situations  in  which 
therapy  must  be  tested  for  the  prevention  or 
treatment  of  conditions  peculiar  to  certain  pedi- 
atric ages,  e.g.,  kemicterus.  Prior  to  recruiting 
children  as  subjects  in  clinical  studies,  data  on 
absorption,  metabolism,  toxicity,  and  so  forth 
should  be  available  from  adults.  (Certain  agents 
may  be  expected  to  have  frequent  and  severe  side 
effects  and  cannot  be  tested  in  normal  volunteers. 
Thus,  an  antineoplastic  agent  to  be  tested  for 
efficacy  against  a child’s  tumor  may  have  to  be 
tested  in  children  without  prior  studies  in 
adults.) 


The  Need  for  Ethical  Guidelines 

Standards  for  performance  of  clinical  pharma- 
cologic research  in  infants  and  children  must  be 
established  with  the  same  humane  purpose  and 
scientific  objectives  as  standards  for  clinical  prac- 
tice. Ethical  practice  requires  that  treatment 
modalities  available  to  others  be  made  available 
to  pediatric  patients,  and  that,  as  for  other 
subjects,  appropriate  protection  be  given  to  pedi- 
atric patients  when  thev  receive  treatment.  Poor 
scientific  design  or  uncontrolled  experimentation 
is  unethical. 

Ethical,  as  well  as  scientific,  guidelines  arc 
needed  for  the  evaluation  of  drugs  to  be  used  in 
infants  and  children  and  for  the  development  of 
acceptable  clinical  research  patterns  for  drug 
investigations  in  children.  These  patterns,  when 
developed  In  medical-scientific,  legal,  and  social 
experts  (in  consultation  with  informed  lavmen), 
will  become  widely  accepted  in  time  and  may 
eventually  be  acknowledged  legally,  much  as 
standards  of  practice  activity  are  accepted  bv 
society  and  legally  recognized. 

These  guidelines  have  been  prepared  because 
there  is  a need  to  assure  that  a balance  is 
maintained  between  the  protection  of  indiv  idual 
children;  the  accepted  needs  of  a specific  child, 
group,  class  of  children,  or  society  at  large;  and 
societal  values  in  general. 

CHARACTERISTICS  OF  AN  ETHICAL 
INVESTIGATOR 

Any  proposal  for  clinical  investigation  must 
place  the  interest  of  the  child  first  and  must 
satisfy  the  following  basic  conditions. 

1.  The  research  proposed  must  be  of  value  to 
the  pediatric  population  in  general  and,  in  most 
instances,  to  the  child  subject. 

2.  The  research  design  must  be  appropriate  for 
the  stated  purposes. 

3.  The  investigator  must  be  competent  and 
must  understand  the  ethical  issues  involved  in 
drug  investigations  in  children. 

The  competence  and  ethical  nature  of  the 
investigator  is  the  most  important  safeguard  for 
the  protection  of  the  interests  of  the  child  subject. 
The  investigator  must  strive  to  obtain  as  much 
information  as  possible  about  the  safety  and 
efficacy  ol  the  drug  under  study  prior  to  enrolling 
child  subjects  in  the  study.  He/she  must  acquire  a 
thorough  knowledge  of  all  relevant  animal  data 
and  all  phase  I and  early  phase  II  tests  in  humans. 
In  addition,  he/she  must  have  complete  informa- 
tion about  the  known  side  effects  of  analogous  or 
similar  drugs  and  the  age-dependent  factors  that 
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may  influence  the  activity  of  the  drug  under  study 
in  the  subject  prior  to  beginning  studies  in  chil- 
dren. He/she  should  be  required  to  demonstrate 
this  knowledge  in  the  proposal,  in  the  construc- 
tion of  the  protocol,  and  in  a presentation  to  the 
institutional  review  committee. 

An  investigator  should  make  every  attempt  to 
appreciate  the  feelings  of  all  parties  concerned 
prior  to  attempting  to  enroll  subjects  for  study. 
He/she  is  responsible  for  assuring  that  all 
colleagues  and  associates  in  the  proposed  project 
are  equally  informed  and  have  similar  apprecia- 
tion of  the  feelings  of  those  involved.  In  addition 
to  planning  and  administrative  ability,  the  inves- 
tigator should  be  sensitive  to  the  feelings  of 
individuals  of  different  ethnic,  racial,  and  socioec- 
onomic backgrounds.  Investigators  should  also 
attempt  to  understand  the  fears,  concerns,  and 
feelings  of  the  child  subjects.  This  understanding 
is  especially  important  in  pediatric  studies 
because  children  may  be  unable  to  communicate 
their  feelings  and  fears. 

The  investigator  should  also  endeavor  to  under- 
stand the  attitudes  of  the  individuals  qualified  to 
act  on  the  child  subject’s  behalf.  This  is  especially 
difficult  and  trying  when  the  subjects  are  handi- 
capped children,  because  the  emotional  reactions 
and  motivations  of  those  acting  on  behalf  of  these 
children  may  be  complex.  The  feelings  and  atti- 
tudes that  must  be  considered  include  those 
concerning  pain,  trauma,  and  hospitalization,  as 
well  as  those  concerning  the  racial,  ethnic,  and 
socioeconomic  implications  of  being  considered 
for  and  consenting  to  participation  in  a research 
study.  Toward  this  end,  studies  carried  out  in 
children  should  be  designed  with  input  from  a 
physician  (or  physicians)  trained  and  experienced 
in  pediatrics  to  insure  maximal  sensitivity  to 
children’s  feelings  and  fears.  The  planning  of 
studies  in  handicapped  children  should  involve 
input  from  a physician  experienced  in  dealing 
with  handicapped  children  and  their  parents.  The 
racial,  ethnic,  or  socioeconomic  characteristics  of 
the  children  must  be  considered  in  designing  the 
study,  and  the  design  must  include  input  from 
appropriate  community  representatives. 

Pediatric  investigators  must  be  acutely  aware 
of  possible  conflicts  between  their  own  interests, 
the  “need  to  know,”  and  the  interests  of  child 
subjects.  The  “need  to  know”  must  always  be 
subservient  to  the  needs  of  the  child  and  his 
family.  The  investigator  cannot  be  free  from  bias 
or  self-interest,  but  he /she  must  strive  to  present 
a balanced  view  of  the  risks  and  benefits  of  the 
study  when  seeking  informed  consent  from  the 
individual  acting  on  behalf  of  the  child. 

The  ethical  investigator  recognizes  the  possi- 


bility that  his/her  own  passion  and  bias  mav 
influence  the  decision  and  the  presentation  of  the 
facts.  It  is  important  that  he/she  be  self-analvtical 
and  seek  insight  into  the  bias  of  his/her  own 
behavior  and  attitudes  in  planning  and  carrying 
out  studies  in  children.  When  evaluating  propos- 
als, the  institutional  review  committee  must 
determine  whether  each  investigator  has  consid- 
ered these  factors.  When  indicated,  the  institu- 
tional review  committee  should  point  out  areas 
that  must  be  reconsidered  for  the  protection  of 
child  subjects. 

ETHICAL  ISSUES  IN  DRUG 
INVESTIGATIONS  IN  PEDIATRIC 
POPULATIONS 

Basic  ethical  considerations  for  human  studies 
have  been  evolved  at  various  legal,  medical, 
scientific,  governmental,  and  human  rights  levels. 
However,  there  are  also  special  considerations 
which  apply  to  children.  Children  may  be  easily 
influenced  and  are  generally  regarded  as  requir- 
ing guidance  and  protection  against  exploitation. 
They  may  even  require  protection  against  their 
own  actions,  which  may  be  contrary  to  their  self- 
interest. 

The  major  areas  of  concern  in  pediatric  inves- 
tigation include  (1)  determination  of  benefits  and 
risks,  (2)  selection  of  subject  groups  and  individ- 
uals, (3)  obtaining  informed  consent,  and  (4) 
payment  for  participation. 

Determination  of  Benefits  and  Risks 

Research  studies  may  be ‘undertaken  when  they 
can  be  shown  to  be  advantageous  to  the  child  or 
other  children,  and  when  the  potential  benefits 
are  greater  than  the  potential  risks.  The  evalua- 
tion of  benefits  and  risks  of  studies  involving 
children  must  be  based  on  the  broadest  and  most 
comprehensive  view. 

The  benefits  of  the  proposed  study  must  be 
assessed  prior  to  an  evaluation  of  risks  from  the 
study.  Studies  that  promise  no  demonstrable  bene- 
fits should  not  be  conducted,  irrespective  of  the 
' minimal  nature  of  the  attendant  risks.  Benefits 
should  be  construed  broadly  in  an  evaluation  that 
takes  into  account  the  importance  of  developing 
new  treatment  modalities  for  children  in  general, 
for  the  class  of  children  represented  by  the  child 
subject,  and,  as  appropriate,  for  the  subject’s  own 
future  interest  and  benefit.  Furthermore,  the 
benefits  of  participation  in  the  study  have  a 
significant  bearing  on  the  ethical  nature  of  the 
proposal  and  must  be  recognized  in  this  evalua- 
tion. The  introduction  to  these  guidelines 
' mentioned  several  benefits  which  could  accrue  to 
a child  subject  in  the  conduct  of  controlled 
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studies,  which  require  observations  and  careful 
attention  to  many  details  for  scientific  purposes. 

Children  should  be  permitted  to  participate  in 
a carefully  monitored  study  with  minimal  risk  and 
maximal  protection  under  some  conditions,  il  the 
study  promises  broad  scientific  benefit  to  society 
at  large  or  to  a group  of  individuals.  Any  assess- 
ment of  a benefit-risk  relationship  must  take  into 
account  the  seriousness  of  the  condition  being 
treated  With  the  research  drug;  the  likelihood  of 
benefit  to  the  individual,  the  class  of  patients 
under  study,  and  children  in  general;  and  the  risks 
of  the  proposed  study. 

Inherent  risks  of  the  proposed  study  must  be 
evaluated  in  the  broadest  context.  These  risks 
include  the  known  and  predictable  effects  of  the 
drug  as  determined  from  animal  studies,  prior 
studies  in  adults  or  children,  or  observations  from 
clinical  practice  with  children. 

The  potential  for  psychologic  and  social 
damage  or  dislocation  and  the  possibility  that 
some  effects  may  remain  latent  for  many  years 
must  also  be  weighed  in  assessing  the  ethical 
nature  of  a proposed  study.  Studies  to  be  carried 
out  in  children  must  be  scrutinized  for  potential 
risks  that  are  not  usually  of  concern  when  consid- 
ering studies  in  adults.  Some  of  the  risk  factors  in 
proposed  studies  in  children,  in  addition  to 
discomfort  and  inconvenience,  may  be  pain, 
fright,  separation  from  parents,  and  separation 
from  familiar  surroundings. 

Risks  and  fears  should  be  minimized  by  limiting 
the  number  and  type  of  invasive  tests  in  the  study. 
However,  an  invasive  procedure  is  no  less  ethical 
per  se  than  other  procedures.  Rather,  the  entire 
study,  including  all  proposed  procedures,  must  be 
weighed  in  determining  its  ethical  qualities. 

Requiring  a child  to  submit  to  venipuncture  so 
a blood  sample  can  be  obtained  when  studying 
the  half-life  of  a new  drug  must  be  evaluated  in 
the  light  of  available  technology  for  determining 
the  concentration  of  the  drug  in  biologic  fluids.  It 
might  be  unethical  to  do  a venipuncture  to  obtain 
blood  when  a fingerstick  for  blood  or  a urine- 
sample  would  provide  sufficient  information; 
however,  it  is  definitely  unethical  to  give  more  of 
the  drug  than  absolutely  necessary  only  to  avoid 
doing  a venipuncture,  if  available  methodology 
requires  higher  doses  to  obtain  the  data  from 
capillary  blood  or  urine  specimens. 

Selection  of  Subject  Groups  and 
Individuals 

General  Considerations.  Subjects  enrolled  in 
clinical  investigation  should  represent  a cross 
section  of  society  insofar  as  possible.  The  study 
should  not  rely  exclusively  or  heavily  on  one 


socioeconomic,  racial,  or  ethnic  group  when  this 
type  of  selection  is  not  a necessary  part  of  the 
investigation.  The  institutional  review  committee 
must  be  uniquely  sensitive  to  this  principle  and 
ask,  “Is  there  an  equitable  distribution  of  risks  and 
inconveniences  of  this  investigation  throughout 
all  societal  groups?’’  This  is  especially  important 
when  the  study  group  will  be  drawn  from  an 
institution  or  community  frequented  mainly  bv 
one  socioeconomic,  racial,  and/or  -'thine  group. 
The  institutional  review  committee  must  consider 
whether  one  group  from  the  population  at  large 
w ill  bear  an  undue  portion  of  the  burdens  or  will 
be  able  to  avail  itself  of  an  undue  portion  of  the 
benefits  if  the  research  is  conducted  at  only  one 
institution.  If  there  is  an  imbalance,  the  institu- 
tional review  committee  must  ask  whether  other 
population  groups  can  be  added  to  the  studs'  in 
the  same  community,  as  well  as  whether  a multi- 
center program  could  distribute  the  risks  and 
benefits  more  appropriately  without  adversely 
altering  the  slurb  design.  When  studies  are 
conducted  at  onh  one  institution,  ethical  practice 
requires  that  a reasonable  cross  section  of  all 
groups  in  the  communitx  participate. 

Special  Considerations.  Institutionalized  re- 
tarded children  and  other  children  who  are 
confined  in  a residential  lacililv  max  be  selected 
as  subjects  of  a slurb  only  il  the  study  inxolves 
situations  or  conditions  peculiar  to  these  individ- 
uals and  the  information  sought  can  only  be 
obtained  from  their  participation.  Special  safe- 
guards max  have  to  be  provided  to  assure  that 
appropriate  consent  is  obtained  for  these  chil- 
dren’s participation  (see  befoxx). 

Obtaining  Informed  Consent 

General  Consi<leralions.  No  drug  research  may 
bo  performed  in  humans  xxithout  the  informed 
consent  of  the  subject  or  of  an  individual  legally 
qualified  to  act  on  behalf  of  the  subject. 

The  right  of  a patient  to  consent  or  to  xvithhold 
consent  for  an  investigational  procedure  or  thera- 
peutic intervention  on  an  informed  basis  is  well 
established  in  ethics  and  laxv.  It  has  been  incorpo- 
rated in  the  Nuremberg  Code,  the  guidelines  of 
the  American  Medical  Association,  the  Declara- 
tion of  Helsinki  of  the  World  Medical  Associa- 
tion. and  government  regulations. 

Ilie  requirement  for  informed  consent  for 
participation  in  a research  study  raises  many 
questions,  especially  when  minors  are  subjects  of 
proposed  research.  Among  these  questions  are 
“When  is  the  administration  of  the  drug  consid- 
ered a part  of  a research  program?”  “How 
informed  is  informed?’’  “Who  can  consent  on 
behalf  of  the  child?’’  “At  what  age  is  it  also 
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iwccssarv  lo  seek  t lit-  consent  of  a minor?"  "At 
what  age  is  it  important  to  also  have  the  assent  of 
the  minor?  "What  mechanism  is  available  to 
assure  adequate  protection  of  the  child  sub- 
ject?" 

Ilu  following  material  contains  guidelines  for 
obtaining  informed  consent  for  drug  research  in 
infants  and  children  and  a discussion  of  some  of 
the  underlying  ethical  principles.  These  guide- 
lines are  not  specific  to  all  situations.  Their 
interpretation  is  the  responsibility  of  local  institu- 
tional review  committees,  which  mav  wish  to 
develop  independent  subgroups  to  respond  to 
specific  questions  and  represent  the  child  and 
other  appropriate  interests. 

Who  May  Consent ? Consent  for  drug  research 
in  children  must  always  be  obtained  in  writing 
from  an  individual  legally  qualified  to  act  on 
behalf  of  the  child  (usually  a parent  or  guardian). 
In  some  instances,  “emancipated  minors”  who  are 
legallv  and  ethically  qualified  to  give  consent  for 
themselves  without  the  consent  of  another  indi- 
vidual may  be  the  only  consentors  required  when 
they  participate  in  studies.  In  general,  it  is 
advisable  that  consent  be  obtained  both  from  the 
child  subject,  when  hc/she  is  at  least'  13  years  old, 
and  from  an  adult  ac  ting  on  the  child's  behalf.  In 
general,  before  the  study  is  implemented,  assent 
(agreement  to  participate)  should  be  obtained 
from  any  child  who  is  at  least  7 years  old  when  the 
individual  acting  on  his/her  behalf  has  given 
consent  (see  below). 

Consent  should  always  be  based  on  free  choice. 
It  is  not  ethical  to  obtain  consent  on  the  basis  of 
coercion,  inducement,  or  reward.  Furthermore, 
the  ethics  of  obtaining  consent  require  that  the 
consenting  individual(s)  be  informed  about  the 
nature  of  the  study,  its  goals,  the  risks  involved, 
the  benefits  to  be  expected,  and  the  provisions 
made  to  safeguard  the  welfare  of  the  child 
subject. 

Informing  the  Consentor.  Information  provided 
to  the  subjects  and/or  the  individuals  acting  on 
their  behalf  must  be  written  and  in  a language 
that  can  be  understood  by  them.  The  ethics  of 
informing  the  potential  subjects  of  an  investiga- 
tion of  the  nature  of  the  study,  and  of  the  risk- 
benefit  equation  do  not  require  “total”  or  “full" 
disclosure.  However,  all  significant  and  reason- 
ably expected  consequences  must  be  enumerated 
and  explained,  and  the  consentor  must  be 
directed  to  and  have  full  access  to  individuals 
qualified  to  answer  all  of  their  quest  ions. 

The  institutional  review  committee  is  respon- 
sible for  the  supervision  of  the  procedure  by 
which  the  prospective  consentor  is  informed.  It 
must  assure  that  the  investigators  and/or  their 


representatives  do  not  coerce,  entrap,  or  bias  the 
consentor.  The  institutional  review  committee 
must  specify  the  minimum  amount  of  information 
required  in  a proposed  study  for  valid  "informed 
consent  to  be  obtained.  The  amount  of  informa- 
tion given  under  a research  protocol  must  be 
decided  on  by  the  investigator  in  conjunction 
with  the  institutional  review  committee,  the 
members  of  which  are  assumed  to  be  reasonable 
individuals  acting  in  the  best  interests  of  the 
prospective  subjects.  In  no  instance  should  inves- 
tigators withhold  anv  information  from  the  poten- 
tial consentor(s)  unless  thev  have  prior  approval 
to  do  so. 

Different  information  may  be  required  by  the 
institutional  review  committee  for  one  research 
project  than  for  others.  The  facts  to  be  presented 
to  the  subject  or  those  acting  on  the  subject’s 
behalf  will  be  determined  in  each  studv  bv  the 
nature  of  the  studv  and  the  tvpe  of  research 
proposed.  In  some  instances  a system  for  “surro- 
gate" review  mav  be  required  to  clarify  the 
subject’s  “need  to  know”  before  deciding  whether 
to  consent  to  enroll  a child  in  a studv  (see  below). 
This  provides  safeguards  to  assure  that  the  indi- 
vidual acting  on  behalf  of  the  child  is  indeed 
acting  in  his/her  best  interest,  with  full  informa- 
tion concerning  the  potential  risks  and  potential 
benefits  of  the  proposed  studs  . 

Potential  child  subjects  of  a research  study  are 
entitled  to  several  sources  of  protection.  One 
source  is  the  investigator  who  proposed  the  studv. 
Any  individual  proposing  research  in  children 
must  be  willing  to  accept  a child  advocacy  role  as 
well.  Other  sources  of  protection  are  the  child’s 
parents  or  guardian  (or  someone  else  acting  on 
his/her  behalf)  and  professionals  other  than  the 
investigator— at  least  some  of  whom  should  also 
be  drawn  from  groups  including  child  advocacy 
in  their  professional  principles.  Members  of  the 
child’s  community  must  also  participate  in  the 
protection  of  the  child  during  the  planning  and 
organizational  review  stages  of  any  project  in- 
volving child  subjects. 

Consent  From  Minors.  Children  at  certain  ages 
are  entitled  to  participate  in  detei mining  what  is 
in  their  best  interest. 

Subjects  13  years  of  age  or  older  must  be 
informed  and  give  their  informed  consent  to  be 
enrolled  in  research  studies,  unless  the  institu- 
tional review  committee  agrees  that  they  are  not 
competent  to  do  so.  It  must  not  be  inferred  that 
children  of  this  age  have  the  right  to  refuse 
therapv  deemed  necessary*  for  their  well-being, 
but  only  that  they  have  the  right  to  refuse  to 
participate  in  the  research  aspects  of  any  protocol 
in  which  thev  have  been  entered.  The  minors 
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must  be  provided  with  all  relevant  information 
prior  to  being  asked  for  a dec  ision  about  consent, 
but  they  may  be  informed  at  a different  level  of 
sophistication  than  the  adult  legally  consenting 
for  them. 

In  all  instances  the  adult  legally  acting  on 
behalf  of  the  minor  must  consent  before  the  minor 
is  approached  for  his/her  consent.  In  some 
instances  the  institutional  review  committee  may 
agree  with  the  investigator  that  the  age  at  which 
consent  is  required  for  certain  studies  should  be 
higher  than  that  stated  here,  and  the  investigator 
may  enroll  child  subjects  under  a research 
protocol  without  their  consent  even  if  they  are 
more  than  13  years  old.  Such  exceptions  can  only 
be  made  with  the  agreement  of  the  institutional 
review  committee,  and  they  must  be  based  on  a 
determination  that  the  child’s  best  interest  would 
not  be  served  if  his/her  consent  were  sought  or  if 
he/she  were  given  enough  information  to  reach  a 
conclusion  about  consent.  Factors  such  as  the 
nature  of  the  disease  to  be  treated,  the  state  of 
consciousness  of  the  child,  and  the  psychologic- 
impact  of  certain  information  on  child  subjects 
may  be  presented  when  exceptions  are  pro- 
posed. 

Assent  From  Minors.  Assent  should  be  obtained 
from  anv  child  7 years  of  age  or  older  after  the 
individual  acting  on  his/her  behalf  has  given 
consent  and  before  he/she  is  enrolled  in  the  study. 
For  the  purposes  of  these  guidelines,  assent  is 
defined  as  the  agreement  to  participate  in  a 
research  study  (or  to  have  specimens  collected)  by 
a minor  not  qualified  to  give  consent  but  who  has 
reached  the  intellectual  age  of  7 years.  When  the 
intellectual  age  of  the  individual  cannot  be 
approximated,  a chronologic  age  of  7 years  can  be 
assumed  to  be  required  for  assent.  This  protection 
permits  a child  older  than  7 years  to  say  “no”  to 
involvement  in  any  studies  or  procedures  done  for 
research  purposes. 

There  may  be  instances  when  it  is  not  in  the 
child’s  best  interest  to  assent  to  participation  in  a 
research  study  because  of  the  stressful  nature  of 
the  information  required  to  answer  questions 
about  the  reasons  for  participation.  In  such 
instances,  the  institutional  review  committee 
must  review  these  special  conditions  and  agree 
with  the  investigator’s  assumption  that  obtaining 
the  assent  of  the  subject  would  be  detrimental  to, 
or  at  least  not  in  the  best  interest  of,  the  child 
subject  before  approval  can  be  granted.  In  all 
such  instances,  the  institutional  review  commit- 
tee must  be  given  the  authority  to  make  the  final 
decision,  or  to  establish  a mechanism  through  its 
operating  policies  and  procedures  to  decide 
whether  the  research  may  proceed. 


Payment  for  Participation 

It  is  in  accord  with  the  traditions  and  ethics  of 
our  sociotv  to  reward  people  who  do  something 
for  us  or  who  participate  and  cooperate  with  us  in 
achieving  our  goals.  However,  serious  ethical 
questions  arise  when  payment  is  offered  to  adults 
acting  on  behalf  of  minors  in  return  for  allowing 
minors  to  participate  as  research  subjects. 
Although  there  are  altruistic  and  other  incentives 
inherent  in  offering  to  become  a research  subject, 
external  incentives  must  be  avoided  and  payment 
or  other  material  benefits  should  not  be  large 
enough  or  of  a nature  to  induce  responsible 
persons  to  agree  to  allow  a dependent  to  partici- 
pate in  a studs  or  to  subject  them  to  painful  or 
invasive  procedures.  This  principle  places  major 
burdens  on  the  pediatric  investigator  and  the 
institutional  review  committee. 

Remuneration.  Remuneration  beyond  token 
gestures  of  appreciation  for  participation  should 
be  avoided.  If  remuneration  is  provided,  it  should 
not  be  of  a nature  to  become  an  incentive.  The 
waiver  of  medical  costs  associated  with  treatment 
under  a research  studs-  mav  be  permitted  in 
certain  circumstances.  The  institutional  review 
committee  should  review  any  proposed  remuner- 
ation to  assure  that  the  possibility  for  coercion  has 
been  minimized. 

Compensation.  The  investigator  inav  make 
funds  and  facilities  available  to  reimburse  the 
child  (or  the  family)  for  any  costs  incurred 
because  of  the  child’s  involvement  in  the  study. 
The  institutional  review  committee  must  ascer- 
tain that  the  compensation  offered  is  fair  and  does 
not  become  an  inducement  for  the  consentor  to 
agree  to  the  participation  of  a child  subject. 

Indemnifiealion.  There  are  standard  protec- 
tions against  negligence  bv  professionals  or  health 
care  institutions  engaged  in  research.  However, 
an  additional  mechanism  must  be  available  to 
indemnify  subjects  and  their  families  on  a “no- 
l’ault"  basis  for  any  untoward  occurrences  result- 
ing from  the  study.  Thus,  it  is  incumbent  upon 
institutions  carrying  out  investigations  to  assure 
that  some  form  of  indemnification  is  provided  and 
that  the  individuals  legally  acting  on  behalf  of 
child  subjects  are  aware  of  this  coverage. 

When  untoward  reactions  occur  during  a 
study,  the  institution  and  its  investigators  are 
obliged  to  provide  medical  care  free  of  charge  so 
the  subject  can  be  returned  as  nearly  as  possible 
to  his/her  prior  state  of  health. 

Withdrawal  From  Study 

The  adult  consenting  for  a child  subject  and  the 
consenting  minor  must  be  informed  of  their 
option  to  withdraw  from  the  study  at  any  time. 
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l*hey  must  be  informed  that  withdrawal  will  not 
jeopardize  the  subject  s access  to  care.  Investiga- 
tors should  not  make  coercive  statements  or  try  to 
influence  the  subject  with  incentives  when  the 
consentor  decides  to  withdraw  a subject  from  a 
studv.  Institutional  review  committees  and  inves- 
tigators should  be  especially  alert  to  departures 
from  ethical  practices  when  there  is  a possibility 
that  a child  may  be  removed  from  a study. 

SPECIAL  POPULATIONS 

The  Retarded  Child 

Children  who  are  retarded  have  the  right  to 
protection  from  bearing  an  undue  portion  of 
research  studies.  The  noninstitutionali/.ed  re- 
tarded child  is  entitled  to  the  same  protections 
available  to  other  children  and,  as  is  true  of  other 
children,  has  a right  to  be  considered  a partici- 
pant in  the  process  and  benefits  of  research 
studies  conducted  according  to  these  guidelines, 
because  certain  diseases,  clinical  problems,  and 
behavior  patterns  arc  found  principally  or  exclu- 
sively in  children  who  are  retarded,  and  because 
responses  to  certain  drugs  may  vary  considerably 
in  them  as  opposed  to  other  children,  some  stud- 
ies may  have  to  be  limited  to  child  subjects  who 
are  retarded.  However,  any  claims  about  this 
requirement  must  be  scrutininzed  by  the  institu- 
tional review  committee  to  assure  that  the  princi- 
ples outlined  here  concerning  the  need  to  distrib- 
ute research  benefits  and  burdens  have  not  been 
ignored. 

The  Institutionalized  Retarded  Child 

Institutionalized  retarded  children  are  entitled 
to  benefits  that  may  accrue  as  a result  of  research 
on  conditions  and  situations  related  to  their 
status.  However,  parents  and  other  individuals 
who  are  legally  qualified  to  act  for  a child  may 
not  necessarily  act  in  the  child’s  best  interest 
when  the  child  has  been  institutionalized.  If  other 
methods  to  obtain  information  of  direct  benefit  to 
institutionalized  retarded  children  are  not  avail- 
able and  research  involving  these  children  as 
subjects  is  proposed,  the  institutional  review 
committee  must  be  especially  careful  when  re- 
viewing the  mechanisms  for  protection  of  the 
retarded  minors. 

One  mechanism  to  assure  that  special  protec- 
tion is  provided  for  institutionalized  retarded 
individuals  would  be  the  use  of  an  “advocate 
group”  consisting  of  several  parents  of  children  in 
the  institution,  physicians,  lawyers,  clergy,  and 
others  as  appropriate.  If  this  group  is  established, 
it  should  be  independent  of  the  investigator  and 
of  the  institutional  review  committee.  It  should 
be  charged  with  the  evaluation  of  risks  and 


benefits  from  the  child’s  point  of  view  and  be 
asked  to  pass  on  the  appropriateness  of  the 
proposal  alter  its  scientific  validity  has  been 
established  by  the  institutional  review  committee 
and  before  the  proposal  is  presented  to  the  person 
acting  on  behall  of  the  individual  child.  The 
“advocate  group"  should  have  “veto”  authority 
over  the  conduct  of  a study  at  the  institution  and 
over  the  enrollment  of  individual  children  into 
the  proposed  studv  group. 

Institutionalized  children  mav  never  partici- 
pate in  research  involving  drugs  which  are  not 
given  for  their  direct  benefit. 

Nonretarded  Institutionalized  Minors 

Another  group  sometimes  considered  for 
research  studies  is  made  up  mainlv  of  youngsters 
institutionalised  under  the  supervision  of  a court 
or  a social  welfare  agency  (either  public  or 
private)  acting  in  lieu  of  a court.  These  children 
lack  the  special  characteristics  of  the  retarded 
and,  in  general,  are  subject  to  disease  processes 
similar  to  noninstitutionali/.ed  children.  Because 
institutionalization  deprives  these  minors  of  some 
of  the  safeguards  necessary  for  the  conduct  of 
ethical  investigations,  thev  should  rarelv  be 
considered  for  inclusion  in  research  studies.  In 
general,  members  of  this  group  should  onlv  be 
involved  in  studies  of  specific  conditions  found 
predominantly  in  them  or  in  this  type  of  institu- 
tion. Institutionalized  minors  should  also  have 
access  to  experimental  drug  therapy  under  a 
research  protocol  when  that  therapy  is  the  only 
treatment  available  for  the  disease  from  which 
they  may  be  suffering.  When'- institutionalized 
minors  are  considered  for  inclusion  in  research 
studies,  the  safeguards  stipulated  for  institutional- 
ized retarded  children  should  also  be  afforded  to 
them. 

INSTITUTIONAL  REVIEW  COMMITTEE 
(COMMITTEE  ON  HUMAN 
EXPERIMENTATION) 

Any  institution  under  whose  auspices  clinical 
research  is  conducted  must  assure  that  the  inves- 
tigation is  reviewed  by  an  appropriately  consti- 
tuted institutional  review  committee.  When  clin- 
ical investigations  are  to  be  conducted  in  children 
by  individuals  independent  of  institutions  with 
such  a committee,  a review  committee  which  will 
serve  the  same  function  as  the  institutional  review 
committee  should  be  established  to  assure  that 
the  proposed  investigations  are  carried  out  within 
accepted  guidelines  and  are  subjected  to  appro- 
priate ethical  scrutiny. 

The  institutional  review  committee  affords 
protection  for  the  subject,  for  the  institution,  and 
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for  the  investigator.  The  institutional  review 
committee  should  he  compost'd  of  medical  scien- 
tists, other  physicians  who  are  not  engaged  in 
clinical  investigations,  representatives  ol  the 
community,  and  nonmedical  professional 
groups. 

All  committees  reviewing  proposals  for  investi- 
gations in  children  must  include  persons  who  care 
for  children.  These  persons  are  likely  to  be  more 
aware  of  the  special  psychologic  and  social  needs 
of  child  research  subjects  and  are  likely  to  be 
better  advocates  for  children’s  welfare.  It  may  be 
advisable  for  institutions  to  have  a separate 
subcommittee  with  medical  representation  com- 
posed predominantly,  if  not  exclusively,  of  pedi- 
atricians to  review  and  approve  proposed  proto- 
cols which  involve  minor  subjects. 

The  following  is  an  example  of  minimal 
procedures  for  review  of  pediatric  proposals:  The 
first  review  of  a proposal  submitted  to  the 
committee  should  be  undertaken  by  a primary 
reviewer  who  is  a member  of  the  committee.  This 
individual  should  review  the  entire  protocol  in 
detail  with  the  investigator,  then  assume  the  role 
of  informed  participant  in  the  committee’s  thor- 
ough review  of  the  proposal.  The  primary 
reviewer  can  discuss  with  the  committee  his/her 
determination  of  the  adequacy  of  the  risk-benefit 
evaluation  by  the  investigator,  the  appropriate- 
ness of  the  proposed  procedures,  the  amount  of 
information  to  be  given  to  the  eonsentor,  the 
protections  afforded  to  the  subjects,  and  the 
ethics  of  the  proposal  in  general.  The  primary 
reviewer  should  be  responsible  for  assisting  the 
investigator  in  his/her  preparation  of  the  propos- 
al and  the  consent  document  to  assure  that  both 
fit  within  the  guidelines  established  by  the 
committee  for  investigations  in  children.  The 
primary  reviewer  is,  therefore,  charged  with  the 
responsibility  of  acting  as  the  committee’s  repre- 
sentative to  protect  the  rights  and  welfare  of  the 
subjects. 

After  a proposal  is  approved,  the  primary 
reviewer  should  act  as  a monitor  and  maintain 
contact  with  the  investigator  and  institutional 
personnel  who  are  aware  of  the  nature  of  the 
study  and  its  conduct.  This  will  provide  an 
additional  safeguard  to  protect  the  child’s  welfare 
and  ensure  that  there  is  no  deviation  from  the 
rigorous  ethical  requirements  approved  by  the 
committee. 

The  institutional  review  committee  should 
establish  a mechanism  to  assure  that  no  child  is 
enrolled  in  more  studies  than  is  consistent  with 
his/her  welfare.  The  nature  of  pediatric  clinical 
studies  is  such  that  there  may  be  reason  to  seek  to 
enroll  the  same  child  in  more  than  one  study  at 


the  same  time.  In  most  instances  this  does  not 
jeopardize  the  child's  welfare  or  safetv.  but  in 
some  situations  the  child’s  participation  in  more 
than  one  study  mav  be  to  his/her  detriment.  To 
protect  the  scientific  integrity  of  his/her  project, 
the  investigator  should  know  if  his/her  subjects 
are  involved  in  anv  other  research  projects,  and 
the  institution  must  assure  that  this  information  is 
available.  Thus,  the  institutional  review  commit- 
tee might  request  advanced  information  of  plans 
to  enroll  specific  individuals  into  study  protocols 
so  it  can  be  determined  if  enrollment  in  this 
project  would  be  contrary  to  the  interest  of  a 
child  enrolled  in  another  research  study. 

DRUG  RESEARCH 
General  Considerations 

Therapy  is  the  treatment  of  a disease.  Drug 
therapv  is  the  use  of  drugs  (as  opposed  to  physical 
or  psychologic  means)  for  the  treatment  of 
disease.  Thus,  if  therapy  with  a marketed  drug  is 
used  bv  a phvsician  solelv  for  an  individual's 
benefit,  it  should  not  be  considered  research,  even 
if  the  drugs  cannot  be  advertised  for  this  indica- 
tion or  purpose.  However,  if  drug  therapy  is  used 
by  a phvsician  for  the  acquisition  of  knowledge 
which  mav  be  of  benefit  to  others,  as  well  as  for 
therapy,  it  is  research  (albeit  research  in  a thera- 
peutic situation).  This  type  of  research  is  subject 
to  the  ethical  and  medical  scrutiny  proposed 
here. 

Drug  research  mav  be  divided  into  two  major, 
but  not  mutallv  exclusive,  categories:  research 
under  therapeutic  conditions  (type  I research) 
and  nontherapeutic  research  (type  II  research). 
Tvpe  I research  includes  studies  of  the  safetv, 
elimination,  metabolism,  efficacy,  and  interac- 
tions of  drugs  given  to  treat  a condition  or  illness. 
Tvpe  II  drug  research  involves  studies  on  drugs 
given  principally  to  determine  their  effect  and 
action  unrelated  to  therapy  of  the  individual. 
Because  these  major  categories  involve  different 
ethical  and  medical  considerations,  different 
protections  may  be  required  for  the  subjects  of 
each  tvpe  of  research. 

Research  Under  Therapeutic  Conditions 
(Type  I Drug  Research) 

There  are  several  subcategories  in  type  I drug 
research. 

1.  Noninvasive  studies  that  do  not  include  an 
additional  pharmacologic  agent  to  a prescribed 
treatment  regimen.  Example:  The  patient  is  given 
a well-established  therapeutic  agent  for  his 
illness.  The  investigator  studies  the  metabolism  or 
excretion  of  the  drug  in  the  patient’s  normal 
excretory  products  (e.g.,  urine,  sweat)  or  observes 
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the  patient’s  behavior,  response,  or  condition 
after  administration  of  the  drug. 

1 Invasive  studies  that  do  not  involve  an 
additional  therapeutic  agent.  Example:  The 
patient  is  being  given  a drug  which  is  the  estab- 
lished form  of  therapy  for  his  illness,  but  the 
investigator  wishes  to  procure  several  blood  spec- 
imens to  establish  the  kinetics,  absorption,  and  so 
forth  of  (his  drug  in  the  patient’s  age  group. 

3.  Studies  of  the  efficacy,  safety,  and  dose  of  an 
investigational  drug  in  children.  Example:  (1)  A 
drug  effective  for  a condition  in  adults  is  to  be 
tried  for  treatment  of  a child  wifh  a similar 
condition.  The  investigator  wishes  to  determine 
the  efficacy  of  this  drug  in  children  with  the 
condition,  its  safety  for  the  developing  organism, 
and  the  appropriate  dose  and  dosage  regimen  for 
its  administration  in  a child.  (2)  An  agent  with 
potential  value  in  animals  or  laboratory  studies 
for  a condition  occurring  only  in  infants  and 
children  (e.g.,  respiratory  distress  syndrome  or 
infantile  spasms)  is  to  be  administered  to  a child 
subject  with  this  condition  to  establish  pharmaco- 
logic parameters,  such  as  safety,  efficacy,  and 
metabolism,  in  the  absence  of  comparable  data  in 
adults. 

The  Committee  on  Drugs  believes  that  drug 
studies  in  infants  and  children  should  include 
detailed  evaluations  of  the  pharmacology  of  the 
drugs  in  the  various  age  groups,  but  there  is  at 
least  one  exception  to  this  requirement.  In  the 
foregoing  situation,  where  a disease  or  condition 
occurs  only  in  infants  and  children,  it  may  be 
reasonable  for  pilot  studies  of  the  efficacy  of  an 
investigational  drug  for  the  condition  to  proceed 
after  only  minimal  pharmacokinetic  studies.  If 
pilot  studies  indicate  probable  efficacy,  the  ethics 
of  drug  evaluation  in  children  require  that  an 
investigator’s  protocol  incorporate  detailed  re- 
search into  safety,  efficacy,  and  general  pharma- 
cology in  succeeding  studies. 

Whenever  possible,  research  protocols  should 
be  designed  to  permit  the  results  of  laboratory 
studies  to  be  used  for  the  benefit  of  the  research 
subject.  This  is  especially  important  in  studies  of 
investigational  drugs  in  children;  the  ethical 
nature  of  such  studies  is  clearest  when  minor 
subjects  can  derive  benefit  from  the  use  of  the 
investigational  drug  as  well  as  the  various  tests 
done  as  part  of  the  scientific  investigation. 

4.  Studies  requiring  the  use  of  placebos.  In 
general,  placebos  should  be  used  when  data 
cannot  be  obtained  by  comparing  the  efficacy  and 
safety  of  the  drug  under  study  with  either  a 
commonly  used  therapeutic  agent  for  that  condi- 
tion or  the  natural  course  of  the  disease  as 
described  from  clinical  studies.  The  work  “place- 


bo is  not  intended  to  mean  “untreated  because 
anv  routine  treatment  must  continue  in  all  drug 
research  in  children  w here  placebos  are  used.  The 
conditions  under  which  the  use  of  placebos  is 
ethical  in  drug  research  in  children  include  (1) 
when  there  is  no  eommonlv  accepted  therapy  for 
the  condition  and  the  agent  under  study  is  the 
first  one  that  may  modify  the  course  of  the  disease 
process;  (2)  when  the  commonly  used  therapy  for 
the  condition  is  of  questionable  or  low  efficacy; 
(3)  when  the  eommonlv  used  therapy  for  the 
condition  carries  with  it  a high  frequence  of 
unacceptable  side  effects;  (4)  when  the  incidence 
and  severity  of  undesirable  side  effects  produced 
by  adding  a new  treatment  to  an  established 
regimen  are  uncertain;  (5)  when  the  disease 
process  is  characterized  bv  frequent,  spontaneous 
exacerbations  and  remissions. 

5.  Long-term  prospective  studies  of  the  safety 
of  a drug.  When  drugs  are  administered  to 
developing  organisms,  the  effects  mav  be  latent 
for  a long  time  and  cannot  be  predicted  from  anv 
prior  studies  or  experience.  E.xam))lcs:  (D  A drug 
used  in  pregnant  women  must  be  studied  for  its 
effect  on  the  fetus.  Follow-up  studies  of  the 
offspring  must  also  be  done  to  determine  if  there 
are  late  effects.  (2)  Studies  of  drugs  effective  for 
iherapv  of  acute  conditions  which  are  given  to 
pediatric  patients  over  a short  period  of  time 
require  some  mechanism  for  follow-up  and  evalu- 
ation of  the  research  subjects. 

Even  a brief  period  of  drug  administration  at  a 
critical  period  in  the  development  of  an  indi- 
vidual might  lead  to  long-term  effects  on  behav- 
ior, learning,  and  so  forth.  Planning  pediatric 
drug  research  is  especially  difficult  when  it 
involves  long-term  administration  of  an  agent  for 
chronic  managment  of  a disease  process  (e.g., 
hyperactivity  or  asthma).  Evaluation  of  the  long- 
term effects  on  learning,  behavior,  respiratory 
function,  and  other  processes  must  be  built  into 
the  original  design  of  the  study.  In  long-term 
prospective  studies  in  children,  the  drug’s  action 
may  interfere  w'ith  cell  metabolism,  e.g.,  as  with 
the  chemotherapeutic  agents  used  in  neoplastic 
and  unremitting  viral  diseases.  Therefore,  there 
must  be  some  mechanism  to  determine  such 
possibilities  as  development  of  new'  forms  of 
neoplasia  at  a later  age,  disturbance  of  learning 
processes  and  other  central  nervous  system  func- 
tions, or  serious  compromise  of  growth  and 
behavior  patterns.  Thus,  even  if  a new  thera- 
peutic agent  is  life-saving,  the  ethics  of  drug 
evaluation  in  children  reqifire  the  investigator  to 
look  at  the  effects  of  the  new  drug  on  the  qualih 
of  life  following  treatment  and  compare  them 
with  the  effects  of  other  forms  of  therapy. 
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Nontherapeutic  Research  (Type  II 
Drug  Research) 

1.  Studies  of  the  pharmacology  and  toxicology 
of  drugs  (1)  taken  accidentally  or  in  overdoses  in 
infants,  children,  or  pregnant  women;  and  (2) 
which  enter  the  fetus  or  newborn  infant  transpla- 
centally  or  through  breast  milk  because  of  neces- 
sary therapeutic  use  by  the  pregnant  woman  or 
nursing  mother.  Examples:  (1)  A child  ingests  a 
drug  prescribed  for  another  person’s  use.  (2)  A 
child  is  overdosed  with  a prescription  drug  or  an 
over-the-counter  preparation  whose  pharmacol- 
ogy and  toxicology  have  not  been  established  in 
children.  (3)  A pregnant  woman  ingests  a drug  or 
is  given  a drug  for  an  illness,  and  the  effect  on  her 
fetus  is  unknown  or  uncertain.  (4)  A laetaling 
woman  ingests  or  is  given  a drug  without  knowl- 
edge of  the  effect  of  the  drug  on  the  developing 
infant. 

When  type  II  studies  are  to  be  conducted  after 
accidental  intake  of  a drug,  the  conduct  of  the 
study  may  not  in  any  way  interfere  with  the 
appropriate  treatment  of  the  patient’s  acute 
condition. 

2.  Prospective  studies  to  advance  knowledge 
for  the  future  benefit  of  the  child  subject.  Exam- 
ple: A youngster  with  cystic  fibrosis  is  given  a few 
doses  of  a new  antibiotic  so  investigators  can  learn 
about  its  pharmacology,  despite  the  fact  that  he 
has  no  infection  requiring  its  use  at  the  time  it  is 
administered.  This  tvpe  of  studv  is  within  the 
ethical  framework  stressed  in  this  document  only 
when  the  results  of  the  research  can  be  predicted 
to  lead  to  more  effective  and  safer  therapy  of  the 
same  individual  when  this  type  of  treatment  is 
indicated. 

3.  Prospective  studies  to  advance  knowledge 
for  others.  In  general,  the  Committee  on  Drugs 
believes  that  it  is  not  ethical  to  conduct  studies 
which  offer  no  benefit  to  the  child  subject. 

However,  such  studies  might  be  ethically 
permissible  with  agents  that  are  available  over 
the  counter  in  the  dose  and  form  to  be  given  since 
such  drugs  might  in  any  case  be  in  general  use. 
When  this  type  of  study  is  to  be  carried  out,  there 
must  be  consent  from  the  person  acting  on  behalf 
of  the  minor  and,  except  as  specified  here  (at 
least),  assent  from  the  minor  himself/herself.  If 
the  studies  entail  an  excess  of  pain  or  discomfort 
for  the  age  group  in  question  over  that  associated 
with  usual  hospital  or  clinic  procedure,  they  can 
be  carried  out  only  in  individuals  who  have 
reached  the  age  when  consent  can  be  obtained 
from  them  as  well  as  from  the  adult  acting  on 
their  behalf.  When  procedures  necessitated  bv 
the  study  of  over-the-counter  drugs  will  not 


impose  pain  or  added  discomfort,  children  who 
are  old  enough  to  assent  max  be  considered  as 
subjects.  W hen  the  procedures  will  not  impose 
pain  or  dded  discomfort  and  there  are  data  from 
prior  common  use  concerning  the  safety  of  the 
drug  at  the  dose  proposed  in  the  protocol,  chil- 
dren below  the  age  of  assent  max  be  enrolled  in 
such  studies. 

Ethical  Considerations 

Type  l Drug  Research. 

1.  Noninvasive  tvpe  I drug  research  studies 
should  not  pose  problems  for  ethical  review. 
Nevertheless,  informed  consent  must  be  obtained 
before  this  type  of  studv  is  carried  out. 

2.  Invasive  type  I drug  research  studies  need 
not  cause  problems  for  ethical  reviexv,  if  the  data 
to  be  generated  xvill  assist  in  the  treatment  of  the 
child  under  study.  However,  when  this  tvpe  of 
study  does  not  assist  in  the  treatment  of  the  child, 
the  institutional  review  committee  must  give 
special  attention  to  the  proposal.  It  must  ascer- 
tain that  anv  risks  are  weighed  appropriately 
against  the  benefits  others  mav  derive  from  the 
results  of  the  study.  In  these  instances,  the  consent 
of  the  child  13  xears  or  older  or  the  assent  of  a 
child  betxveen  7 and  13  xears  of  age  should  be 
required  in  addition  to  consent  of  the  person 
acting  for  the  child  before  he/she  is  enrolled  in 
the  study. 

3.  Studies  of  the  efficacy,  safety,  and  dose  of 
investigational  drugs  in  children  may  only  be 
carried  out  in  infants  and  children  xvith  the 
disease  or  condition  for  which  the  drug  is  to  be 
tested.  When  agents  are  used  for  conditions 
occurring  only  in  children  (e.g.,  respiratory 
distress  syndrome),  the  institutional  reviexv  com- 
mittee must  review  the  safeguards  provided  for 
the  subjects  with  unusual  care.  Everv  attempt 
must  be  made  to  have  laboratory  evaluations  of 
the  progress  of  therapy  available  to  the  physician 
responsible  for  the  patient’s  care  soon  enough  to 
be  useful  clinically.  Any  systems  known  to  be 
adversely  affected  by  the  agent  in  adults  (from 
phase  I studies)  should  be  monitored  carefully. 

4.  When  placebos  are  to  be  used,  the  subject  or 
someone  acting  in  his/her  behalf  must  be  fully 
informed  about  the  nature  of  placebos,  the  design 
of  the  experiment,  and  the  reason  for  the  inclu- 
sion of  a placebo  group.  Efforts  must  be  made  to 
design  the  protocol  to  minimize  risks  and  trauma 
to  the  child  who  may  not  be  receiving  the  active 
drug.  Furthermore,  the  protocol  should  be 
designed  so  the  active  drug  will  be  introduced 
into  the  study  regimen  for  each  subject  at  the 
earliest  possible  time. 
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5.  It  mav  not  always  In*  possible  to  complete 
the  long  term  lollow-up  studies  suggested  here. 

I lowcver,  the  invest  (gator  must  provide  a plan  for 
lollow-up  studies  prior  to  the  enrollment  of 
subjects.  Furthermore,  the  subjects  and  the 
persons  acting  on  their  behalf  must  be  informed 
of  this  requirement  at  the  time  consent  is 
obtained.  Investigators  are  ethically  obliged  to 
fulfill  this  commitment  to  the  subject  and  society; 
it  is  an  implied  commitment  when  he/she  accepts 
the  privilege  of  carrying  out  investigations  in 
children. 

Tt/pe  II  Drug  Research  (Xnntlierapculic). 

1.  Studies  of  drugs  taken  accidentally,  in  oven- 
dose,  or  via  the  placenta  or  breast  milk  are 
important  in  gaining  information  on  the  pharma- 
cologv  and  toxicology  of  drugs  in  normal  infants 
and  children.  The  accidental  ingestion  of  a drug 
or  the  accidental  overdosing  of  a patient  provides 
an  unusual  opportunity  for  study  of  drugs  in 
normal  children.  It  is  “unusual"  because  normal 
children  cannot  be  used  for  “phase1  I"  testing  and 
because  no  individual  mav  ever  intentionally  be 
given  more  than  the  usual  therapeutic  doses  for 
study  purposes. 

The  studv  of  this  tvpe  of  patient  is  an  ethical 
form  of  opportunism;  it  may  not  be  of  direct 
benefit  to  the  subject  but  may  be  of  enormous 
benefit  to  others.  Protocols  to  carry  out  such 
studies  should  be  designed,  approved  in  advance, 
and  evaluated  carefully  bv  the  institutional 
review  committee  so  they  can  be  kepi  on  file  and 
activated  when  the  opportunity  presents  itself. 
The  institutional  review  committee  must  be  espe- 
cially critical  of  such  protocols  to  assure  that  “the 
need  to  know”  for  others  does  not  expose  the 
subject  to  undue  trauma  or  risk. 

2.  Detailed  conditions  under  which  prospec- 
tive pediatric  drug  studies  to  advance  knowledge 
for  others  may  be  carried  out  have  been 
discussed. 

SUMMARY 

To  be  acceptable,  protocols  for  clinical  phar- 
macologic studies  in  children  must  meet  high 
ethical  and  scientific  standards.  Any  study  that  is 
unacceptable  medically  or  promises  no  significant 
scientific  benefit  in  its  aims  or  construction  is 
unethical  by  definition.  Studies  believed  to  be 
medically  and  scientifically  acceptable  must  then 
be  scrutinized  carefully  to  determine  that  the 
risks  are  minimal  when  compared  with  the  bene- 
fits and  that  the  individual  child  is  as  well 
protected  as  is  reasonable.  Only  then  may  a study 
be  considered  accepted  as  ethical  and  approved 
for  implementation. 

Investigators  who  wish  to  carry  out  drug 


studies  iu  children  should  be  acquainted  with  the 
ethical  requirements  of  such  investigations  in 
children.  Inlormed  consent  should  be  obtained 
from  an  adult  acting  on  behalf  of  the  minor  in  all 
instances  prior  to  the  enrollment  of  a child  into  a 
studs.  The  investigator’s  zeal  should  not  be 
permitted  to  result  in  misrepresentation  of  the 
nature  ol  the  studv.  Assent  bv  the  child  is  essential 
for  children  more  than  approximately  7 sears  of 
age.  The  child  should  be  old  enough  or  intellec- 
tually mature  enough  to  be  capable  of  under- 
standing appropriately  presented  data  about  the 
studs'  and  the  procedures  required  if  he/she 
enrolls  in  it.  These  children  should  be  given  the 
right  to  sav  no,  even  svhen  an  adult  acting  on  their 
behalf  has  given  consent.  Minors  13  years  of  age 
or  older  mas  be  enrolled  in  a studs  only  after  thev 
has  e been  appropriately  informed  and  have  given 
their  consent. 

Frequent  review  of  the  progress  of  the  activi- 
ties of  the  institutional  reviesv  committee  and  of 
the  implementation  of  approved  proposals  is 
required  for  the  protection  and  welfare  of  chil- 
dren enrolled  in  studies.  Similar  reviesv  is 
required  when  drug  investigation  studies  are 
carried  out  in  children  in  the  absence  of  institu- 
tional supervision.  Continuing  reviesv  provides  a 
mechanism  to  maintain  the  highest  ethical  stan- 
dards. 

These  guidelines  are  designed  to  provide  a 
format  allowing  for  maximal  protection  of  child 
subjects  of  drug  research.  The  guidelines  also 
acknowledge  both  the  “need  to  know”  and  the 
“unethical”  nature  of  the  situation  in  which 
pediatric  therapeutics  finds  itself  today.  It  is 
hoped  that  these  guidelines  svill  pave  the  way  for 
an  increase  in  the  number  of  drug  investigations 
carried  out  in  children,  and  thereby  improve 
health  care  for  all  children  in  the  future. 
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PREFACE 

The  passage  of  the  Kefauver  amendments  to  the  Food  and  Drug  Laws 
in  1962  was  largely  a response  to  the  thalidomide  catastrophy.  The 
intention  of  these  amendments  was  to  provide  testing  of  drugs  to  be 
used  in  the  treatment  of  children,  including  the  unborn  child,  and  to 
insure  greater  safety  and  enhanced  efficacy.  Unfortunately,  in  the  years 
since  passage  of  this  legislation,  the  “therapeutic  orphan”  has  arisen. 
Because  the  Food  and  Drug  Administration  (FDA)  required  substantial 
evidence  of  safety  and  efficacy,  manufacturers  with  increased  regularity 
omitted  studies  in  infants  and  children;  thus,  the  package  insert  fre- 
quently included  a statement  specifically  proscribing  use  in  all,  or  in 
major  segments  of,  the  pediatric  population,  thereby  “orphaning”  them 
from  possible  therapeutic  benefit. 

In  1970  the  FDA  entered  into  a contractural  agreement  with  the 
American  Academy  of  Pediatrics  to  involve  the  Academy  in  the  evaluation 
of  new  drugs.  The  brunt  of  this  responsibility  fell  on  the  Committee  on 
Drugs,  which  has  worked  with  the  FDA  to  develop  specific  recommenda- 
tions, but,  more  importantly,  to  develop  general  guidelines  for  the 
evaluation  of  drugs  falling  within  certain  broad  categories  (e.g.,  anti- 
biotics, central  nervous  system  agents,  etc.).  After  a year  or  so  of  this 
experience,  the  need  for  a general  statment  became  evident.  The  guide- 
lines contained  in  this  report  represent  the  result  of  the  Committee  on 
Drugs’  deliberations  and  attempts  to  develop  a set  of  general  guidelines 
for  the  evaluation  of  drugs  to  be  used  in  the  treatment  of  pediatric 
patients.  The  pediatric  population  is  herein  considered  to  be  from  con- 
ception to  the  age  of  18  years.  Similar  guidelines  are  being  formulated 
by  our  counterparts  in  adult  medicine,  and  our  proposed  guidelines 
should  be  viewed  in  relationship  to  all  guidelines  developed. 

The  Committee  has  strived  to  develop  recommendations  which  are 
within  the  realm  of  feasibility,  recognizing  that  the  optimum  data 
pertaining  to  safety  and  efficacy  cannot  always  be  obtained  nor  at 
present  can  we  even  phrase  the  proper  questions.  Nonetheless,  some 
of  our  recommendations  may  be  seen  as  too  stringent;  others  may  be 
viewed  as  too  lenient.  In  such  a rapidly  expanding  field  as  clinical 
pharmacology,  constant  revision  and  reevaluation  are  mandatory. 

Our  study  and  deliberation  has,  however,  clearly  revealed  that  new 
and  innovative  procedures  must  be  developed  to  improve  the  evaluation 
of  drugs  used  in  pediatrics.  We  must  break  out  of  the  traditional 
mechanism  for  evaluation  based  on  analogies  with  animal  models,  which 
all  too  often  have  been  proven  to  be  inadequate,  or  based  on  extra- 
polation from  experience  in  adults,  which  again  has  all  too  frequently 
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led  to  disastrous  consequences  for  infants  and  children.  Studies  on 
drugs  can  be  expected  to  follow  the  sequence:  preclinical  (animal), 
adults,  children,  and  infants.  Our  report  is  largely  based  on  this  tradi- 
tional approach.  However,  the  Committee  feels  that  clinical  studies  for 
most  new  drug  entities  should  include  infants  and  children  during 
phase  II  and  III;  then,  by  the  time  of  New  Drug  Application  (NDA) 
approval,  sufficient  data  would  be  available  to  prevent  “orphaning.” 
In  certain  instances,  clinical  trials  in  infants  and  children  might  be 
begun  before  completion  of  the  18-month  chronic  toxicity  and  other 
specialized  and  extensive  studies  if  the  drug  had  exceptional  promise 
as  a therapeutic  modality  for  infants  and  children. 

This  report  is  divided  into  two  sections.  The  first  section  deals  with 
general  problems,  with  an  overview  of  those  which  influence  evaluation 
of  safety  and  efficacy  in  all  age  groups.  The  second  section  focuses  on 
problems  which  are  age  dependent,  and  it  is  subdivided  into  five  age 
developmental  groups.  These  groups  are  consistent  with  the  operational 
definitions  of  the  FDA:  fetus,  conception  to  birth;  neonates,  first  4 weeks 
of  life;  infants,  birth  to  2 years;  children,  2 to  12  years;  adolescents, 
12  to  18  years.  Each  of  the  age-group  sections  is,  in  turn,  divided  into 
a consideration  of  the  changes  which  characterize  the  age  group,  unique 
aspects  of  safety  and  efficacy  of  drugs  employed  at  the  particular  age, 
and  attempts  to  point  out  specific  ethical  problems. 

In  compiling  these  guidelines,  additions  and  suggestions  were  received 
from  a number  of  sources.  The  recommendations  of  the  joint  PMA*-FDA 
Subcommittees  on  Preclinical  and  Pediatric  Guidelines,  and  those  of 
the  Discussion  Group  oti  Inception  and  Duration  of  Tests  of  the  Con- 
ference on  Carcinogenesis  Testing  in  the  Development  of  New  Drugs 
(National  Academy  of  Sciences,  Washington,  D.C.,  1973)  were  of 
particular  help. 
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I.  GENERAL  PRINCIPLES 

A.  INTRODUCTION  AND  OVERVIEW 

The  keynotes  in  interpretation  and  implementation  of  the  principles 
described  in  this  and  other  sections  of  this  report  are  flexibility  and 
facilitation.  The  Committee  has  attempted  to  differentiate  between  those 
preclinical  and  clinical  studies  in  pregnant  women,  infants,  and  children 
which  are  essential  before  marketing  from  those  which  may  yield  infor- 
mation of  interest  and  value  but  are  not  necessary  to  assure,  within 
reasonable  limits,  safety  and  efficacy.  For  brevity,  the  recommendations 
are  graded: 

1.  Essential  for  all  drugs  approved  for  use  by  pregnant  women, 
infants,  and  children. 

2.  Desirable,  having  a high  priority  but  not  essential  for  approval 
because  of  difficulty  and  expenses  involved  in  performing  the 
study,  technical  limitations,  etc. 

3.  Occasionally  needed,  when  appropriate  for  the  intended  usage, 
population  exposed,  etc.  Such  studies  may  or  may  not  be  neces- 
sary before  approval. 

4.  Areas  in  which  research  is  urgently  needed.  In  some  instances 
deadlines  by  which  such  studies  must  be  performed  are  indicated. 

New  and  innovative  approaches  must  be  taken  to  end  the  present 
untenable  condition  of  the  “therapeutic  orphan.”  According  to  FDA 
Commissioner  Edwards,  one  half  of  the  new  products  approved  during 
1969-1971  bore  the  limiting  clause.  When  these  are  added  to  the  previ- 
ously marketed  products,  possibly  as  many  as  three  quarters  of  the  drugs 
used  in  hospital  pediatric  practice  are  not  officially  approved  for  the 
purpose  for  which  they  are  commonly  employed.  Indeed,  if  the  drugs 
marketed  prior  to  1962  are  included,  an  even  greater  number  of  agents 
in  current  usage  will  be  shown  to  lack  substantial  evidence  of  safety 
and  efficacy.  This  situation  must  be  remedied;  these  guidelines  are  pro- 
posed as  an  approach  to  the  problem  and  should  in  no  way  be  inter- 
preted as  a mechanism  for  further  limiting  approval  of  drugs  for  use 
in  pediatrics. 

With  few  exceptions,  marketed  drugs  find  their  way  into  widespread 
use  and  are,  in  fact,  administered  to  pregnant  women,  infants,  and 
children,  despite  disclaimer  statements  in  the  package  insert.  Therefore, 
little  incentive  exists  for  the  manufacturer  to  perform  or  support  studies 
which  would  provide  the  data  necessary  for  FDA  approval.  For  these 
and  other  reasons,  the  Committee  believes  that  the  problem  of  “orphan- 
ing” could  be  alleviated  by  requiring  that  phase  III  include  evaluation 
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of  drugs  which  have  potential  therapeutic  value  in  pregnant  women, 
infants,  and  children.  Without  satisfactory  evidence  in  these  populations 
as  to  safety  and  efficacy,  at  least  at  a provisional  level,  no  NDA  would 
be  approved  unless  the  drug  has  exceptional  therapeutic  value  in  a 
condition  or  conditions  in  which  exposure  of  pregnant  women  and 
children  was  unlikely.  Not  every  new  drug  would  have  to  be  so  ap- 
proved, only  those  which  are  novel,  of  clear  usefulness  in  treatment  of 
major  illnesses,  or  specifically  indicated  for  disorders  of  pregnant  women, 
infants,  and  children.  Thus,  a new  “me-too”  thiazide  diurectic  would 
not  need  to  be  evaluated  in  pregnant  women  and  children  because  useful 
prototype  drugs  are  already  available.  However,  a new  drug  not  tested 
must  then  have  a strong  and  legally  binding  proscription  that  it  not  be 
used  during  pregnancy  or  in  pediatric  patients.  Thus,  based  on  priorities 
established  on  therapeutic  need,  a therapeutic  aramamentarium  could 
be  built;  although  it  would  be  limited  in  entries,  it  would  be  one  which 
the  physician  could  employ  with  a degree  of  certainty  and  assurance 
as  to  safety  and  efficacy.  Such  a goal  does  not  seem  possible  today,  or 
in  the  forseeable  future,  with  the  present  policies  and  procedures. 

The  Committee  feels  that,  at  this  stage  of  ignorance,  clinical  surveil- 
lance, a prolonged  and  intensified  phase  IV,  is  the  best  method  for 
evaluating  the  safety  of  a compound  for  use  in  pregnant  women  and 
children.  To  help  implement  this  form  of  “clinical  use  surveillance,”  a 
conditional  acceptance  should  be  more  widely  employed.  If,  after  intro- 
duction into  the  general  population,  important  forms  of  toxicity  become 
apparent  or  if  serious  doubt  as  to  efficacy  arises,  the  product  can  be 
easily  withdrawn  or  limited  to  adult  (nonpregnant)  usage.  In  all  in- 
stances, the  sponsor  should  be  encouraged  to  submit  a well  organized 
program  for  long-term  follow-up.  Few,  if  any,  NDA’s  should  be  ap- 
proved without  provisions  being  made  for  prospective,  on-going  follow- 
up of  such  parameters  as  growth,  development,  intellectual  performance, 
and  behavior,  which  are  tailored  to  the  product,  its  usual  duration  of 
administration,  expected  adverse  effects,  indications  for  usage,  phar- 
macologic activities,  etc.  At  present,  withdrawal  and  removal  of  a drug 
are  difficult  after  it  is  fully  approved  and  marketed.  Moreover,  frequently 
there  is  a considerable  lag  between  recognition  of  undesirable  effects 
and  remedial  action. 

Animal  tests  do  not  guarantee  safety  to  the  unborn  child  and  neonate. 
Methods  of  testing  currently  suggested  by  the  FDA  are  inadequate,  and 
present  knowledge  is  insufficient  to  define  even  minimal  standards  for 
animal  experimentation.  A false  sense  of  security  may  result  if  inadequate 
procedures  become  officially  endorsed  as  final  and  absolute.  Considera- 
tions of  toxicity  should  differentiate  reversible  (with  discontinuation  of 
administration)  from  nonreversible,  and  an  attempt  should  be  made  to 
define  its  severity.  The  tolerability  of  toxicity  weighs  heavily  in  calculating 
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a risk: benefit  ratio,  as  does  the  availability  of  other  agents  or  therapeutic 
modalities.  Another  important  consideration  is  whether  or  not  the  toxic 
manifestation(s)  can  be  monitored,  and,  if  so,  what  are  the  nlost  practical 
tests  or  observations  to  be  employed. 

In  drawing  up  these  guidelines,  the  Committee  acknowledges  that 
what  is  desirable  and  even  necessary  may  not  always  be  feasible  because 
of  a host  of  factors.  The  Committee  also  recognizes  that  considerable 
information  concerning  pharmacokinetics,  which  is  desirable,  may  not 
be  feasible  because  of  economic  considerations  or  ethical  questions,  such 
as  the  administration  of  drugs  to  women  planning  abortions.  The  Com- 
mittee attempted  to  maintain  a balance  between  recommendations  which 
are  desirable  but  not  possible  with  current  techniques,  and  those  which 
are  essential  and  possible  to  test  efficacy  and  safety  prior  to  administering 
new  agents  to  children. 

To  facilitate  approval,  testing  should  be  related  to  the  anticipated 
duration  of  usage  and  to  the  size  and  age  of  the  pediatric  population 
likely  to  be  exposed  to  the  new  drug.  Emphasis  should  be  placed  on 
elucidation  of  unexpected  toxicity,  not  simply  collecting  examples  of 
the  types  of  toxicity  predictable  from  knowledge  of  the  pharmacologic 
properties  of  the  drug.  New  and  innovative  forms  of  in  vitro  and  in  vivo 
testing  must  be  employed  because  new  agents  developed  today,  which 
may  exhibit  some  of  the  same  forms  of  toxicity  responsible  for  thera- 
peutic catastrophies  of  the  past,  may  not  be  identified  as  such  by  current 
testing  procedures. 

The  design  of  studies  must  be  flexible  to  recognize  the  need  for 
evaluation  of  a new  drug  or  substance  for  the  treatment  of  rare  diseases 
or  diseases  which  are  unique  to  the  pediatric  age  group.  In  these 
circumstances,  special  considerations  may  include  an  abridgement  of 
the  usual  requirements  for  safety  and  efficacy.  Such  abridgement  should 
be  considered  when  the  use  of  the  drug  is  limited  to  a few  patients, 
particularly  patients  suffering  from  a disease  for  which  no  alternate 
therapy  is  available.  In  addition,  an  investigator  concerned  with  such 
patients  should  be  allowed  considerable  latitude  to  administer  various 
substances,  particularly  naturally  occurring  amino  acids,  cofactors,  and 
vitamins  without  extensive  preclinical  studies.  Furthermore,  if  no  appro- 
priate animal  model  for  a disease  condition  exists,  and  if  efficacy  is 
readily  demonstrable  (e.g.,  certain  seizure  patients),  early  efficacy 
studies  in  children  are  appropriate. 

B.  PROBLEMS  AND  LIMITATIONS  OF  DRUG  TESTING 

The  major  problems  and  limitations  of  drug  testing  are  conceptual 
and  practical,  the  latter  being  the  standard  ones  of  manpower  and 
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money.  The  conceptual  problems  can,  in  part,  be  resolved  by  a con- 
sideration of  the  problems  of  late  toxicity  and  the  unique  susceptibility 
of  the  fetus  and  newborn  infant  as  phases  of  a developmental  continuum. 
Such  a framework  allows  for  the  placement  of  the  study  and  evaluation 
of  drugs  in  the  pediatric  age  group  as  part  of  the  broader  problem  of 
drug  safety  in  man.  The  concept  of  a developmental  continuum  also 
allows  for  proper  evaluation  of  adverse  effects  in  the  fetus  through 
treatment  of  the  pregnant  woman,  considers  special  forms  of  toxicity 
arising  during  growth  and  development,  and  includes  the  problems  of 
special  toxicities  in  aged  persons.  A similar  developmental  approach 
could  be  applied  to  the  evaluation  of  efficacy. 

The  problem  of  manpower  is  severalfold.  First,  there  is  a limitation 
in  the  number  of  investigators  able  and  trained  to  work  in  pediatric 
clinical  pharmacology.  Second,  and  perhaps  most  important,  is  the 
general  fear  now  present  in  the  academic  community  and  in  the 
pharmaceutical  industry  of  dealing  with  problems  in  the  pediatric  area. 
The  undue  concern  of  some  pediatricians  and  the  alarming  comments 
frequently  made  in  the  past  have  frightened  away  many  investigators 
who  are  not  pediatricians  but  who  are  capable  of  making  relevant  and 
important  studies  of  drugs  in  children.  In  some  way,  the  scientific 
community  must  become  assured  that  ethically  defensible  and  scien- 
tifically valid  studies  can  be  performed  in  pediatric  patients.  Consultants 
are  an  additional  source  of  manpower  being  used  by  the  FDA,  and  is 
a most  beneficial  way  to  obtain  additional  manpower.  Placement  of 
responsibility  on  outside  individuals  should  alleviate  some  of  the  pres- 
sures by  which  members  of  the  FDA  may  feel  constrained. 

Financial  considerations  are  always  important.  The  rewards,  and  thus 
the  incentives,  from  the  pediatric  field  for  most  of  the  pharmaceutical 
industry  are  limited,  and  thus  the  Federal  Government  must  respond 
to  this  need.  Label  disclaimers  have  not  reduced  sales  for  the  pediatric 
population. 

New  approaches  can  be  developed  to  cope  with  the  foregoing  prob- 
lems, including  administrative,  scientific,  and  regulatory  interrelation- 
ships. It  may  be  most  efficient  to  create  a division  of  the  Bureau  of 
Drugs  of  the  Food  and  Drug  Administration  specifically  charged  with 
responsibility  for  supervision  of  all  drugs  used  in  pregnant  women, 
infants,  and  children.  Such  a division  could:  (1)  review  adverse  effects 
and  serve  as  an  “early  warning”  system,  (2)  evaluate  and  compile 
advances  made  in  relevant  basic  science  disciplines,  (3)  initiate  and 
cooperate  in  preclinical  studies,  (4)  serve  as  a reference  source  for 
investigators,  and  (5)  identify  research  needs.  The  activities  of  such  a 
division  should  not  be  limited  to  certain  pediatric  drugs  or  groups  of 
agents  but  should  be  developmentally  centered  and  consider  all  drugs. 
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chemicals,  nutrients,  etc.  to  which  the  developing  human  is  exposed. 
A logical  extension  would  include  the  other  end  of  the  developmental 
continuum,  i.e.,  the  problems  of  the  geriatric  population. 

Another  approach  is  the  support  of  fundamental  investigation  in  the 
area  of  developmental  pharmacology.  A current  and  pressing  need 
is  the  funding  for  two  or  more  centers  for  pediatric  clinical  phar- 
macology within  the  next  2 years  to  provide  bases  for  manpower  and 
research  facilities  for  the  studies  which  are  urgently  needed  if  we  are 
to  avoid  further  therapeutic  catastrophies. 

C.  FACTORS  AFECTING  BOTH  SAFETY  AND  EFFICACY 

1.  Methodology 

Adequate  methodology  for  determination  of  the  drug  and  its  major 
metabolites  (especially  those  which  are  pharmacologically  active)  in 
biologic  fluids  (especially  serum  and  optimally  in  tissues)  must  be 
developed  during  preclinical  or  early  clinical  (phase  I and  II)  testing. 
The  particular  methodology  obviously  will  depend  on  the  chemical 
nature  of  the  drug,  expected  concentrations  in  serum,  etc.,  but  it  should 
not  require  administration  of  radiation  emitting  substances.  Assays 
based  on  techniques  such  as  radioimmunoassay,  gas-liquid  chromato- 
graphy, and  competitive  protein  binding  are  at  present  the  most  likely 
to  achieve  the  desired  degree  of  accuracy,  sensitivity,  and  reproduci- 
bility. Use  of  stable  isotopes  is  a method  of  great  promise,  although  the 
initial  cost  of  equipment  may  be  prohibitive  except  in  research  centers 
and  the  National  Center  for  Toxicologic  Research.  The  administration 
of  radioisotopes  to  children  is  not  to  be  generally  condemned,  but  it 
should  be  avoided  except  under  special  circumstances.  Such  techniques 
are  of  great  value  and  entirely  appropirate  for  special  studies  under 
appropriate  circumstances.  For  example,  use  of  tracer  amounts  of  labeled 
(14C,  3H)  amino  acids,  glucose,  or  other  intermediary  metabolites  may 
be  invaluable  for  defining  metabolic  diseases,  and  similar  employment 
of  labeled  drugs  could  conceivably  be  employed.  Use  of  isotopes,  other 
than  14C  and  3H,  which  have  short  half-lives  and  low-energy  emission 
equivalent  to  a conventional  chest-  x-ray  offer  considerable  promise  and 
should  be  employed  whenever  possible. 

The  small  sample  volume  obtainable,  particularly  from  small  infants, 
is  a critical  factor  in  the  development  of  appropriate  methodology, 
particularly  when  multiple  samples  are  required.  This  is  not  a prohibitive 
requirement  and  should  not  be  used  as  an  excuse  to  avoid  development 
of  appropriate  assay  procedures.  Radioimmunoassays  for  drugs  such  as 
digoxin  or  diphenylhydantoin  have  been  developed  which  utilize  as 
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little  as  20  to  100  /x  1 of  serum.  The  development  of  appropriate  method- 
ology for  determination  of  serum  levels  is  particularly  important  for 
those  drugs  in  which  serum  levels  can  readily  be  related  to  pharma-? 
cologic  or  therapeutic  effects.  In  these  instances,  determination  of  serum 
levels  is  the  key  to  studies  of  dose,  dose  interval,  bioavailability  (when 
coupled  with  urinary  excretion),  apparent  volume  of  distribution,  etc. 

Methods  should  be  continually  reviewed,  revised,  and  upated  with 
the  goal  of  developing  methods  appropriate  for  routine  use  in  labo- 
ratories cooperating  with  the  investigator;  and,  such  assays  should 
become  sufficiently  standardized  and  simplified  so  they  are  within  the 
practical  capability  of  the  clinical  laboratory  of  any  large  hospital. 
Moreover,  modifications  should  be  directed  toward  identification  and 
quantification  of  the  principle  metabolites  of  the  drug,  so  comparison 
may  be  made  with  the  elimination  pattern  of  adults.  If  major  differences 
exist,  such  studies  would  serve  as  a warning  of  possible  adverse  effects 
and  should  lead  to  attempts  to  identify  the  unique  pathway  of  metab- 
olism in  the  immature  patient. 

With  certain  categories  of  drugs— the  so-called  “hit  and  run”  agents, 
such  as  the  cytotoxic  drugs,  certain  enzyme  inhibitors,  storage  granule 
depletors,  etc.— assays  of  serum  levels  are  of  little  or  no  value.  Therefore, 
requirements  for  assay  methodology  may  be  relaxed  or  waived.  Othei 
appropriate  assays  of  biologic  effect  should  be  developed  for  these 
agents.  For  example,  inhibition  of  incorporation  of  tritiated  thymidine 
into  white  blood  cells  might  be  used  as  a measure  of  the  effect  of  certain 
cytotoxic  agents.  Other  new  specific  in  vitro  testing  procedures  for  the 
evaluation  of  drug  effects  demand  high  priority  for  research  and 
development. 

Antibiotics  and  certain  other  chemotherapeutic  agents  have  special 
requirements  and  methods  for  estimation  of  effective  serum  levels. 
Bioassay  techniques  are  entirely  appropriate  as  long  as  the  method  is 
scaled  down  to  the  small  sample  volume  of  pediatric  patients.  Tech- 
niques employing  the  patient’s  own  pathogen  as  the  test  organism  should 
be  available  for  the  use  of  clinical  laboratories  engaged  in  phase  II  and 
III  trials. 

2.  Studies  of  Absorption,  Distribution,  Metabolism,  and  Excretion 
(ADME) 

Studies  with  varying  degrees  of  depth  and  completeness,  appropriate 
to  the  drug  and  its  intended  use,  are  essential  for  each  age  group  and 
are  described  in  detail  in  the  respective  sections.  In  general,  the  pre- 
clinical  and  early  clinical  phases  should  lead  to  accumulation  of  data 
which  account  in  a major  way  for  the  disposition  of  the  drug.  Not  every 
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metabolite  may  be  identified,  and  the  intimate  details  of  each  of  the 
ADME  phases  will  not  be  elucidated.  Judgment  must  be  exercised 
about  requirements  for  data  which  are  clinically  relevant,  and  not  all 
drugs  should  be  subjected  to  full  investigation.  However,  the  following 
data  should  be  available  for  drugs  which  will  be  administered  orally 
in  divided  doses  for  courses  of  one  week  or  longer: 

(a)  Absorption:  From  the  physical  nature  of  the  drug  and  its  pKa  the 
influence  of  changes  in  pH  of  the  stomach  and  intestine  on  the  ionization 
and  thus  the  absorption  of  the  drug  can  be  predicted  and  verified.  When 
appropriate,  the  approximate  percentage  of  a single  oral  dose  absorbed 
should  be  determined.  If  easily  studied  and  when  of  possible  clinical 
importance,  the  area  of  the  gastrointestinal  tract  where  the  drug  is 
absorbed  (i.e.,  stomach,  terminal  ileum,  etc.)  may  provide  useful  infor- 
mation in  predicting  drug  interactions  and  alterations  in  absorption  in 
disease  states. 

(b)  Distribution:  Binding  to  plasma  proteins  (affinity  and  percent 
bound  at  the  therapeutic  blood  levels),  whether  albumin,  globulins,  or 
special  carrier  proteins,  and  the  percent  of  total  serum  concentration 
which  is  “free”  should  be  determined.  Distribution  and  particular  pro- 
pensity for  accumulation  or  fixation  to  certain  tissues  (for  example, 
tetracycline  in  bone  and  teeth)  in  developing  and  mature  animals 
should  alert  reviewers  of  possible  forms  of  toxicity  so  appropriate 
additional  studies  can  be  requested.  Apparent  volume  of  distribution 
may  be  useful  in  designing  dosage  regimens.  Studies  of  dialyzability 
may  be  useful  in  developing  recommendations  for  the  management  of 
overdoses  and  accidental  ingestions. 

(c)  Metabolism:  The  role  of  the  liver,  kidneys,  and  other  organs  in 
biotransformations  must  be  determined,  at  least  in  a broad  sense.  Gen- 
erally, the  pattern  of  metabolites  and  the  biotransformation  reactions 
involved— that  is,  hydroxylation,  demethylation,  glucuronidation,  etc.— 
should  be  known  from  studies  in  man.  This  information  can  then  be 
used  to  choose  an  appropriate  animal  species  for  detailed  studies.  The 
present  approach  of  requiring  detailed  studies  in  animals,  unless  sub- 
stantial evidence  has  established  that  similar  metabolic  patterns  exist 
in  man,  may  lead  to  a false  sense  of  security.  By  extension,  requirements 
for  metabolic  studies  in  immature  animals  (especially  rodents)  should 
be  limited  to  a species  for  which  experimental  evidence  has  established 
a similarity  to  the  handling  of  the  agent  being  tested  by  immature 
humans. 

Because  of  marked  species  differences  in  rates  and  reactions,  studies 
performed  in  animals  without  knowledge  of  the  predominant  pathways 
in  man  are  of  limited  significance.  As  noted,  such  data  frequently  lead 
to  a false  sense  of  security. 
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A more  reasonable  approach  may  be  to  define  the  principle  metabolites 
and  mode  of  handling  in  a few  adults  as  part  of  phase  I investigations. 
Such  data  could  then  be  used  to  search  out  an  appropriate  animal 
model,  which  may  well  not  be  the  rat  or  beagle  dog  as  so  uniformly 
used  today.  Definitive  metabolic  and  chronic  toxicity  studies  could  then 
be  carried  out  with  some  confidence  that  the  data  obtained  would  be 
relevant  to  man. 

As  an  extension  of  this  concept,  serum  levels  in  man,  determined 
during  phase  I and  II  studies,  could  be  used  for  many  drugs  to  serve 
as  a criterion  for  proper  dose  levels  and  schedules  for  metabolic  and 
chronic  toxicity  studies  in  suitable  species. 

(d)  Excretion:  The  following  are  considered  useful  but  not  essential— 
the  percentage  of  drug  appearing  in  the  urine  after  oral  or  parenteral 
administration,  the  presence  of  an  enterohepatic  cycle,  and  the  role, 
if  any,  of  the  intestinal  flora  in  hydrolysis  of  conjugates  and  biotrans- 
formations. When  the  kidney  is  the  chief  excretory  organ,  the  principle 
mechanism(s)  involved— filtration,  active  tubular  secretion,  passive  re- 
absorption, etc.— should  be  defined.  The  possibility  that  routes  of  elimi- 
nation may  differ  with  route  of  administration,  especially  intravenous 
versus  oral,  merits  consideration. 

3.  Bioavailability 

An  important  influence  on  studies  of  safety  and  efficacy  is  the  bio- 
availability of  different  formulations  and  of  different  manufacturer’s 
products.  For  this  reason,  the  final  dosage  form  should  be  used  in  all 
studies  in  man.  When  the  dosage  form  constitutes  a new  chemical 
entity,  appropriate  studies  must  be  conducted  in  adults  before  children 
are  exposed.  The  exact  and  total  constituents  of  the  final  dosage  form 
should  be  known.  Studies  of  bioavailability  should  include,  but  not  be 
limited  to,  determination  of  serum  levels  and  the  time  of  peak  levels 
after  a single  dose.  Total  absorption  is  usually  best  determined  by 
quantitative  determination  of  the  urinary  excretion  of  the  drug  and  its 
principle  metabolites.  Because  of  differences  in  pH,  gastric  emptying 
time,  intestinal  motility,  etc.,  differences  in  bioavailability,  especially 
between  newborn  infants  and  adults,  should  be  duly  considered  and 
investigated  when  appropriate.  Moreover,  when  changes  in  gastric  or 
intestinal  pH,  flora,  or  motility  might  be  reasonably  anticipated  to  differ 
from  normal  because  of  disease  or  other  factors,  additional  studies  are 
indicated.  Studies  of  bioavailability  often  may  be  sufficiently  covered  in 
conjunction  with  studies  of  absorption,  efficacy,  etc.,  and  need  not 
demand  independent  investigations. 
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The  possible  toxicity  or  influence  on  the  pharmacologic  properties  of 
the  drug  by  the  vehicle  and/or  other  components  of  the  formulation 
(stabilizers,  excipients,  etc.)  must  be  considered.  This  results  from  the 
fact  that  many  drugs  tested  in  the  form  of  tablets  or  capsules  in  adults 
will  be  administered  as  suspensions,  solutions,  or  elixirs  to  infants  and 
children.  Moreover,  the  vehicle  or.  solubilizing  chemicals  in  parenteral 
preparations  must  be  considered  as  a possible  source  of  uniquely  toxic 
agents,  particularly  for  newborn  infants. 

4.  Drug  Interactions 

Interactions  between  drugs  occur  in  a variety  of  ways,  ranging  from 
physiochemical  incompatibilities  to  opposing  or  synergistic  pharmaco- 
logic effects.  Preclinical  and  in  vitro  testing  can  be  expected  to  detect 
most  interactions,  particularly  when  coupled  with  phase  I and  II  testing 
in  adults.  However,  especially  in  neonates,  age-dependent  differences 
in  pharmacokinetics  may  result  in  unique  interactions.  For  appropriate 
review  of  a new  agent,  the  types  of  drugs  which  may  be  used  in 
conjunction  with  the  proposed  agent  for  the  same  disease  or  condition 
at  different  ages  must  be  considered  to  completely  evaluate  possible 
drug  interactions. 

Physicochemical  interactions  will  probably  be  detected  in  early  work 
with  the  new  drug.  Of  particular  concern  in  pediatric  usage  would  be 
interactions  which  might  interfere  with  the  absorption  or  action  of 
vitamins,  trace  minerals,  essential  amino  and  fatty  acids,  or  other  con- 
stituents of  infant  formulas  and  other  dietary  sources. 

Physiologic  or  pharmacologic  actions  which  might  further  impair  the 
normally  limited  capacity  of  the  neonate  to  metabolize  and/or  excrete 
drugs  would  be  of  particular  concern.  Specifically,  inhibition  of  or 
competition  for  hepatic  biotransformation  reactions  occurring  via  the 
mixed-function  oxidase  system  and/or  the  glucuronide  conjugating  sys- 
tem, or  decreases  in  glomerular  filtration  rate  or  tubular  secretion  can 
be  predicted  to  have  important  consequences  for  the  newborn. 

Further  interactions  of  particular  concern  to  newborn  infants  relate  to 
bilirubin,  particularly  with  drugs  administered  near  term,  at  delivery, 
or  directly  to  the  newborn.  Binding  to  albumin  with  displacement  of 
bilirubin  and  enhanced  neurotoxicity  is  known  to  occur  with  a number 
of  anionic  compounds.  Other  factors  (e.g.,  hypoxemia  and  acidosis) 
have  also  been  reported  to  increase  the  potential  toxicity  of  bilirubin. 
Moreover,  binding  by  drugs  might  interfere  with  the  transport  and 
action  of  endogenous  substances  other  than  bilirubin  (cortisol,  thyroxin, 
fatty  acids,  etc.)  and  with  the  binding  of  other  drugs. 
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5.  Enzyme  Induction 

The  importance  in  pediatrics  of  the  induction  of  hepatic  drug- 
metabolizing  enzyme  activity  by  exposure  to  drugs  and  chemicals  is 
unclear  at  present.  Three  hundred  or  more  drugs  and  chemicals  are 
known  to  produce  marked  increases  in  liver  size,  proliferation  of  smooth 
endoplasmic  reticulum,  and  increases  in  the  specific  activity  of  mixed- 
function  oxidase  and  glucuronyl  transferase  enzymes  in  experimental 
animals.  In  clinical  studies,  small  changes  in  serum  concentrations  and 
half-life  for  a few  drugs  have  been  reported  in  adults,  although  some 
negative  reports  have  appeared. 

Almost  nothing  is  known  about  “inducibility”  at  various  ages  in  man. 
Decreases  in  serum  bilirubin  levels  have  been  reported  in  congenital 
nonhemolytic  jaundice  and  in  normal  infants  with  “physiologic”  jaundice 
treated  with  phenobarbital,  nikethamide,  and  DDT.  Increased  smooth 
endoplasmic  reticulum  in  hepatocytes  and  increased  NADPH  cytochrome 
c reductase  (a  microsomal  enzyme)  activity  have  been  shown  in  infants 
treated  with  phenobarbital.  Similarly,  increased  glucuronidation  of 
salicylamide  has  been  reported.  Thus,  the  infant  can  respond  to  exo- 
genous “inducing”  agents  although  the  details  of  the  process  and  the 
extent  and  the  clinical  importance  of  this  response  remain  unclear. 

When  induction  is  considered  relevant,  noninvasive  types  of  studies, 
such  as  antipyrine  half-life  as  determined  by  salvary  concentrations  or 
urinary  excretion  of  the  hydroxylated  metabolite,  may  be  undertaken. 
The  urinary  excretion  of  the  6-hydroxycortisol  or  D-glucaric  acid  may 
also  be  used  as  monitors.  Invasive  techniques— such  as  direct  deter- 
mination of  serum  half-life  or,  rarely,  liver  biopsy  obtained  adventiously 
—may  yield  more  direct  data. 

Extensive  experimental  data  regarding  induction  does  not  deny  the 
importance  of  recent  evidence  from  twin  studies  and  liver  biopsy 
material  that,  in  man,  the  overall  rate  of  drug  metabolism  may  be  largely 
genetically  controlled.  Investigation  of  the  relative  importance  of  genetic 
and  environmental  factors  in  determining  the  overall  rates  of  inactivation 
and  elimination  in  infants  and  children  deserves  a high  priority.. 

D.  FACTORS  PRINCIPALLY  AFFECTING  SAFETY 

1.  Studies  in  Animals  and  Adults  Prior  to  Testing  in  Children 

(a)  Acute  and  chronic  toxicity:  The  value  of  determining  acute 
toxicity  and  of  comparisons  of  4-hour-old  newborn: adult  LD50  ratios  is 
limited;  such  data  cannot  be  endorsed  without  reservation  as  having 
predictive  value  regarding  unusual  toxicity  in  infants  and  children.  A 
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high  ratio  indicates  a need  for  definitive  studies  of  distribution  and 
metabolism  in  neonatal  and  adult  rats. 

Similarly,  the  present  requirements  for  18-month  chronic  toxicity 
studies  in  two  species  and  the  three-phase  reproductive  studies  are  of 
unkown  value  in  relationship  to  the  special  problems  of  pediatric 
pharmacology.  Among  the  objectives  of  these  studies  are  the  characteri- 
zation of  toxic  potential  by  defining  target  organs,  the  nature  and 
reversibility  of  dose-related  toxic  effects,  and  the  maximal  “no  effect” 
dose  for  guidance  for  phase  I studies.  The  apparent  limited  value  of 
infant-adult  differences  may  partly  result  from  the  lack  of  definitive 
investigations  in  sufficient  species  of  animals.  The  limitations  of  the 
18-month  chronic  toxicity  studies  must  be  recognized.  There  is  relatively 
little  “hard”  data  that  toxicity  in  animals  has  much  to  do  with  the 
more  common  earlier  signs  of  clinical  toxicity,  mainly  symptoms  and 
alterations  in  function.  Moreover,  it  is  not  at  all  clear  whether  routine 
studies  will,  in  fact,  detect  forms  of  toxicity  which  are  unusual  or 
unique  to  the  developing  human.  Furthermore,  chronic  toxicity  studies 
by  their  very  nature  cannot  be  expected  to  define  nondose-related  ad- 
verse effects  in  man. 

The  form  of  routine  chronic  toxicity  study  which  would  predict  toxicity 
in  infants  and  children  and  could  be  recommended  is  not  known.  Con- 
siderable insight  might  be  gained  in  this  area  by  an  extensive  review 
and  analysis  of  the  results  obtained  from  the  large  number  of  drugs 
already  subjected  to  these  forms  of  study  during  the  IND/NDA  review 
process. 

2.  Mutagenesis 

For  the  purposes  of  this  report,  mutagenesis  will  be  defined  as  any 
process  which  alters  the  genetic  material  (DNA).  Mutation  may  range 
from  alteration  of  a single  nucleotide  base  pair  (so-called  point  muta- 
tion) to  a visible  abnormality  of  chromosome  number  (for  example, 
nondisjunction)  or  structure  (translocation,  breaks).  These  alterations 
may  involve  germ  cell  or  somatic  cell  DNA.  Germinal  mutations  cause 
concern  for  the  safety  of  future  generations,  and  it  is  essential  to  mini- 
mize exposure  to  all  mutagenic  sources.  Exposure  to  mutagenic  agents 
of  individuals  in  the  prereproductive  (including  the  fetus)  and  repro- 
ductive phases  of  life  is  of  particular  concern  because  these  are  the 
individuals  who  can  transmit  germinal  mutations  to  the  next  generation. 
Somatic  cell  mutations  in  the  developing  embryo  and  fetus  can  result 
in  teratogenesis,  and  some  forms  of  childhood  leukemia  may  be  related 
to  somatic  cell  mutations. 

Which,  if  any,  developmental  period  of  the  human  organism  is  most 
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susceptible  to  the  action  of  mutagenic  agents  is  not  known.  If  germinal 
mutations  occur  more  frequently  during  rapid  germ  cell  multiplication, 
a time  of  active  DNA  replication,  then  the  embryo  and  early  fetus  may 
be  at  increased  risk.  This  possibility  is  particularly  important  for  the 
female  fetus  because  oogenesis  takes  place  before  birth.  In  males,  active 
spermatogenesis  begins  after  puberty  and  continues  throughout  most 
of  adult  life;  therefore,  post-pubertal  adolescent  males  may  be  at  greater 
risk  from  exposure  to  mutagenic  agents. 

All  drugs  should  be  evaluated  for  mutagenesis,  which  may  or  may 
not  necessitate  specific  testing.  Drugs  which  are  carcinogens  ( teratogens ) 
depress  the  bone  marrow  or  the  immune  system,  inhibit  mitosis  or 
gametogenesis,  cause  sterility,  or  are  structurally  related  to  known 
mutagens  rate  a high  priority  and  probably  should  be  subjected  to 
testing.  Preclinical  testing  should  be  by  the  best  available  techniques 
for  detecting  mutagenesis  in  mammals  before  phase  II  studies  in  children 
take  place.  Decisions  concerning  human  testing  of  drugs  shown  to  be 
mutagenic  in  preclinical  studies  must  be  based  on  considerations  of 
benefit  from  the  intended  use  of  the  drug,  anticipated  number  and  age 
of  users,  and  availability  of  other  therapeutically  effective  but  non- 
mutagenic  substitutes. 

3.  Teratogenesis 

Causation  of  a serious  malformation  as  an  isolated  property  and  sole 
toxic  reaction  of  a drug  is  extremely  rare.  However,  thalidomide  and 
the  catastrophe  associated  with  its  use  demonstrated  graphically  that 
such  a rarity  can  and  does  exist.  The  thalidomide  experience  also  points 
out  that  testing  in  rodents  is  less  than  completely  accurate  in  predicting 
teratogenic  potential  in  man.  Besides  thalidomide,  probably  the  only 
proven  teratogens  in  man  are  the  potent  antimetabolite  and  cancer 
chemotherapeutic  agents.  With  the  latter,  toxicity  is  clear,  and  prediction 
of  teratogenic  activity  is  straightforward.  At  present  the  need  to  develop 
new  methods  that  might  identify  unpredicted  teratogenic  potential  is 
evident.  Thorough  studies  performed  in  a relatively  few  nonhuman 
primates— especially  in  species  in  which  metabolism  and  excretion  of 
the  drugs  are  similar  to  that  in  man— may  be  more  relevant  than  large- 
scale  studies  performed  in  rodents. 

At  present,  there  is  no  compelling  evidence  to  suggest  that  minor 
increases  in  malformations  in  rodents  (particularly  of  the  skeleton) 
should  be  an  absolute  barrier  to  the  development  of  a promising  drug. 
However,  the  etiology  of  the  1 to  3%  of  moderate- to-severe  congenital 
anomalies  found  in  the  human  population  is  unknown;  therefore,  the 
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role  of  drugs  cannot  be  ruled  out.  It  is  difficult,  or  nearly  impossible, 
to  prove  an  etiologic  role  for  a drug  if  the  incidence  of  the  anomaly 
is  of  a low  order,  say  less  than  1:1,000  of  patients  exposed. 

Testing  for  teratogenic  potential  assumes  greater  importance  with 
drugs  commonly  used  in  pregnant  women  (e.g.,  diuretics,  antihyper- 
tensive agents,  antinausea  preparations,  tranquilizers,  iron  and  vitamin 
preparations,  or  antibiotics)  than  when  the  drug  is  clearly  indicated 
for  use  only  in  the  pediatric  population. 

Slight  changes  in  the  chemical  structure  of  a drug  may  alter  its 
teratogenicity.  Therefore,  in  keeping  with  the  policy  suggested  in  the 
introduction  to  this  section,  new  drugs  should  not  be  substituted  for 
those  whose  empiric  risk  for  producing  malformations  in  the  human 
fetus  has  been  established  by  clinical  experience,  unless  the  new  drug 
offers  clear  therapeutic  advantages  or  provides  treatment  not  previously 
available.  Despite  the  absence  of  teratogenicity  in  animal  studies, 
administration  of  new  agents  during  pregnancy  must  be  considered  to 
be  experiments  in  human  teratology  until  risk  figures  are  established. 

Teratogenic  considerations  should  not  be  limited  to  gross  malforma- 
tions alone,  but  should  include  effects  on  the  placenta  (structure  and 
function)  as  well  as  functional  changes  in  the  offspring,  including  late 
behavioral  alterations.  Choice  of  appropriate  species  and  dose  levels 
are  essential  for  such  studies. 

Studies  of  teratogenesis  in  man  will  of  necessity  be  of  a clinical  and 
epidemilogical  nature.  Cooperative  surveillance  studies  of  new  drugs 
should  be  organized  prior  to  their  introduction.  Preclinical  testing  and 
evaluation  may  be  able  to  define  priorities  for  surveillance  of  new 
drugs.  Surveillance  should  continue  for  a number  of  years.  Inherent  in 
any  surveillance  program  is  the  rapid  detection  of  an  increase  in  con- 
genital malformations  in  the  population  at  risk  and  communication 
thereof  to  health  authorities. 

4.  Carcinogenesis 

The  carcinogenesis  studies  required  for  approval  for  use  in  adults 
(for  suspicious  compounds)  are  probably  adequate  for  evaluating  car- 
cinogenic potential  in  the  developing  human.  However,  drugs  which 
are  chemically  related  to  known  carcinogens,  radiomimetic  drugs,  and 
those  which  bind  to  DNA  and  other  critical  macromolecules  probably 
should  undergo  specific  testing  in  immature  animals.  In  such  instances, 
it  may  be  desirable  to  obtain  data  in  the  rat  and/or  dog  exposed:  ( 1)  to 
the  drug  and  its  major  metabolites  in  utero  and  followed  through 
maturity  to  senescence,  (2)  by  suckling  mothers  treated  with  the  agent, 
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and  (3)  during  the  newborn  and  immature  periods.  The  development 
of  more  rapid  and  perhaps  in  vitro  tests  for  carcinogenesis  is  considered 
a research  need  of  the  highest  priority. 

The  exact  method  for  determining  whether  or  not  a new  drug  is  or 
is  not  a carcinogen  will  change  with  advances  in  knowledge.  At  present 
the  recommendations  presented  by  Dr.  L.  Tomatis  and  others  at  the 
NAS-NRC  Conference  on  Carcinogenesis  Testing,  May  23-25,  1973, 
Washington,  D.C.,  seem  appropriate.  There  are  ample  data  to  support 
inclusion  of  neonatal  rodents  in  such  studies.  Briefly,  mice  and/or  rats 
(groups  of  50  or  more)  are  mated  at  8 to  9 weeks  of  age  and  exposed 
to  the  drug  (three  dose  levels)  during  the  second  half  of  pregnancy. 
Exposure  is  continued  throughout  pregnancy  and  lactation  and  for  as 
long  as  desired  as  part  of  a chronic  exposure  study.  The  offspring 
constitute  a second  population,  exposed  in  utero  and  during  early 
postnatal  development.  This  group  could  then  be  further  exposed,  or 
it  could  be  divided  into  two  subgroups,  of  which  one-half  would  be 
further  exposed  to  the  drug.  The  duration  of  the  test  should  be  18  to 
24  months  for  mice  and  24  to  30  months  for  rats.  A significant  number 
of  animals  (perhaps  20%)  must  survive  to  this  age  before  a negative 
conclusion  is  permissible. 

By  inclusion  of  several  dose  levels,  such  a protocol  serves  for  studies 
of  teratogenesis,  fetal  wastage,  etc.  However,  administration  during 
the  first  half  of  pregnancy  is  needed  to  evaluate  an  embryotoxic  effect. 
The  latter  is  particularly  relevant  because  certain  chemicals  known  to 
be  carcinogenic  if  administered  during  the  second  half  of  pregnancy 
are  embryotoxic  if  administered  during  the  first  half.  Similarly,  there  is 
some  dependency  on  the  stage  of  pregnancy  for  a drug  to  express  a 
teratogenic  or  a carcinogenic  effect.  In  all  studies  a "no-effect”  dose 
should  be  determined.  Because  embryotoxicity,  teratogenesis,  carcino- 
genesis, and  possibly  mutagenesis  are  interwoven  and  interdependent 
in  these  studies,  results  of  all  such  observations  should  be  considered 
in  toto. 

Diet,  housing,  other  environmental  factors  such  as  lighting,  noise, 
temperature,  humidity,  etc.  must  be  carefully  controlled.  Animals  at 
the  highest  dose  level  should  undergo  histopathologic  examination,  as 
well  as  gross  dissection,  organ  weighing  and  inspection,  etc.  used  with 
all  animals. 

Epidemiologic  studies  are  an  important  approach  for  detecting  car- 
cinogenic potential.  In  the  design  of  such  studies,  the  newborn,  suckling 
infant,  and  children  who  are  exposed  to  the  drug  should  be  included  in 
the  “at  risk”  population  and  long-term  follow-up  included  as  part  of 
the  study  protocol. 
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5.  Overall  Functional  Capacity 

(a)  Growth  and  sexual  maturation:  Both  preclinical  and  clinical 
studies,  particularly  phase  III  IV,  should  include  evaluation  of  the 
organism  as  a whole.  Good  monitors  of  such  function  are  somatic  and 
behavioral  growth,  and  the  development  of  a normal  sequence  of  sexual 
maturation.  Therefore,  such  observations  should  be  emphasized  in 
the  chronic  toxicity  studies  which  are  done  in  animals  and  during  clinical 
trials. 

(b)  Ability  to  learn;  cognitive  skills:  Analogous  to  somatic  growth 
and  maturation,  the  acquisition  of  learning  and,  in  man,  the  cognitive 
skills,  should  be  evaluated  in  chronic  studies.  Moreover,  with  drugs 
whose  principle  action  is  on  the  central  nervous  system  (such  as  tran- 
quilizers or  behavioral  modification  drugs),  specific  studies  (probably 
in  the  monkey  or  other  subhuman  primate)  should  be  used.  Again,  the 
design  of  such  studies  cannot  be  stipulated,  but  most  reflect  the  current 
state  of  knowledge  in  the  field  and  include  neuroanatomical,  neuro- 
physiological and  behavioral  parameters. 

(c)  Emotionality  and  psychologic  development:  In  concert  with 
observations  of  somatic  growth  or,  when  indicated  from  directed 
specific  studies,  ascertainment  must  be  made  of  the  effect(s)  on  emo- 
tionality of  animals  and  on  the  psychologic  development  of  infants  and 
children.  Depending  on  the  drug,  such  evaluation  might  consist  only 
of  observations;  but,  with  certain  agents  or  classes  of  agents,  specific 
studies  designed  to  evaluate  the  short-  and  long-term  effects  of  drug 
exposure  may  be  necessary. 

(d)  Reproductive  capacity:  The  present  three-phase  reproductive 
studies  are  probably  adequate  to  judge  reproductive  capacity.  Clearly, 
preclinical  studies  must  not  be  allowed  to  focus  only  on  the  stage  of 
immaturity  but  must  include  consideration  of  influences  on  the  adult 
life  of  the  treated  animals.  For  this  purpose,  rats  or  other  rodents  dosed 
at  various  stages  of  development  should  be  followed  throughout  matura- 
tion to  determine  their  ability  to  manifest  normal  behavior  and  the 
capacity  to  reproduce.  Because  of  the  propensity  (particularly  of  the 
rodent)  to  undergo  enzyme  induction,  thus  effectively  decreasing  drug 
concentrations  and  consequently  the  effects  of  drug  administration, 
some  method  of  monitoring  serum  levels  should  be  employed  to  guar- 
antee that  there  is  adequate  dosage  during  the  entire  period  of  a chronic 
study. 

Exposure  of  rats  and  mice  to  androgens  and  estrogens  during  the  first 
few  days  of  life  permanently  alters  sexual  behavior  and  genital  develop- 
ment. Drugs  having  these  kinds  of  endocrine  activity  probably  should 
be  specifically  tested  for  these  effects. 
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6.  Masking  of  Disease 

A potential  problem  is  the  ability  of  a drug  to  mask  certain  diseases. 
Examples  of  this  effect  would  be  the  treatment  of  pernicious  anemia 
with  folic  acid,  or  the  suppression  of  signs  and  symptoms  of  infection 
by  adrenocorticosteroids.  Antibiotics  are  particularly  important  in  this 
regard  because  they  are  widely  used  in  pediatric  practice,  and  inappro- 
priate use  may  mask  disease,  e.g.,  partially  treated  meningitis.  The 
effect  of  the  drug  on  organisms  other  than  the  pathogen  must  also  be 
considered.  Thus,  changes  in  the  normal  flora  can  influence  absorption 
of  fat-soluble  vitamins  and  other  nutrients.  Masking  of  disease  is  more 
likely  to  be  unrecognized  in  very  young  patients,  and  this  should  be 
taken  into  consideration  during  drug  evaluation.  Older  children  and 
teen-agers  may  be  expected  to  respond  much  like  adults  so  no  addi- 
tional consideration  of  masking  effects  would  be  required  for  drugs 
used  only  in  older  children. 

7.  Late  Toxicity 

Toxicity  long  after  exposure  to  the  drug  is  one  of  the  most  important 
a~eas  to  consider;  yet,  it  is  the  most  difficult  area  for  which  to  recom- 
mend guidelines.  Late  toxicity  frequently  is  unpredictable  and  has 
resulted  in  many  of  the  therapeutic  catastrophies  of  the  past,  such  as 
retrolental  fibroplasia,  phocomelia,  etc.  The  most  recent  example  of 
this  form  of  toxicity  is  the  development  of  adenocarcinoma  of  the 
vagina  15  to  20  years  after  in  utero  exposure  to  diethylstilbestrol.  The 
endocrine  system  is  one  which  changes  dramatically  during  develop- 
ment; therefore,  it  might  be  predicted  to  be  sensitive  to  late  effects  of 
drugs.  There  is  considerable  experimental  evidence  to  support  this 
proposal.  For  example,  exposure  of  neonatal  rats  to  androgens  per- 
manently alters  sexual  behavior,  and  exposure  to  adrenocorticosteroids 
alters  responses  to  stressful  situations  during  adulthood.  These  effects 
occur  with  a single  dose  of  hormone.  The  possibility  of  similar  late 
effects  on  other  developing  systems  remains  a matter  of  concern. 

8.  Pharmacogenetics 

Certain  variations  in  individuals  at  the  same  developmental  level  in 
ADME  or  in  drug  effects  are  known  to  be  genetically  determined. 
Of  importance  to  drug  toxicity  are  the  extremes  of  the  population 
distribution  of  variation  in  parameters  of  ADME,  whether  hereditary 
or  environmental  in  origin.  These  extremes  may  result  from  segregation 
of  alleles  at  a single  locus,  as  with  acetylation  ( isonicotinic  acid  hydra- 
zide  and  hydralazine);  or,  they  may  be  the  extremes  of  a normal  dis- 
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tribution,  suggesting  a multifactoral  genetic  control.  Other  examples 
of  single  gene  differences  are  phenotypes  such  as  glucose-6-phosphate 
dehydrogenase  (G-6-PD)  deficiency  in  which  hemolysis  results  from 
exposure  to  certain  drugs  and  deficient  serum  enzyme  activity  ( for 
example,  pseudo-choline  asterase)  which  result  in  prolonged  apnea  after 
succinylcholine  administration. 

Certain  racial  differences  in  diseases  or  conditions  likely  to  be  influ- 
enced by  drugs  or  which  require  drug  treatment  are  other  sources  of 
genetic  variability  in  toxicity.  Thus,  evaluation  of  ethnic  variability  in 
toxicity  may  serve  as  a clue  to  genetically  based  variations  in  ADME. 
In  certain  selected  instances,  family  studies  may  also  serve  as  a clue 
to  genetic  differences.  In  fact,  when  there  is  evidence  of  important 
genetic  variability,  family  studies  are  perhaps  the  most  effective  ap- 
proach to  elucidation  of  the  underlying  mechanism(s).  These  include 
studies  of  a series  of  twin  pairs,  known  for  zygosity,  as  to  concordance 
or  discordance  for  ADME  parameters.  To  avoid  various  biases,  studies 
on  twin  registry  members  are  desirable. 

E.  EFFICACY 

Because  of  ethical  considerations  which  will  be  discussed,  reasonable 
evidence  of  efficacy  generally  should  be  known  before  infants  and 
children  are  exposed  to  the  agent.  Testing  against  the  best  known  agent 
will  be  the  preferable  method  for  establishing  efficacy  with  many  drugs. 
A drug  may  be  useful  for  only  a certain  percentage  of  the  population 
diagnosed  as  having  a general  broad  category  of  disease.  For  example, 
it  is  entirely  possible  that  only  a relatively  small  percentage  of  the 
“disease”  population  with  bronchial  asthma  (a  disorder  probably  of 
multicausal  etiology  resulting  in  similar  clinical  manifestations)  may 
benefit  from  a particular  therapeutic  agent.  In  contrast,  evaluations  of 
efficacy  at  times  may  deal  with  an  extremely  small  population.  For 
example,  a useful  agent  might  demonstrate  efficacy  after  study  in  only 
a few  patients  with  a rare  aminoacidopathy.  Therefore,  the  requirement 
for  demonstration  of  efficacy  must  not  deal  with  fixed  numbers.  Again, 
flexibility  must  underline  decisions  about  the  number  of  subjects  in 
each  phase. 

Based  on  ethical  considerations,  it  may  seem  that  sick  children  rather 
than  well  ones  will  be  the  principle  source  of  the  experimental  popula- 
tion. This  does  not  excuse  the  investigator  from  establishing  rigid 
descriptions  of  the  study  population,  double-blind  controls  when  appro- 
priate, and  the  usual  requirements  for  a valid  clinical  trial. 

Many  studies  will  use  populations  of  sick  children;  therefore,  placebo 
groups  cannot  always  be  employed.  Obviously,  therapy  cannot  be  with- 
in 1 1 — 
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held  or  an  inactive  drug  cannot  be  administered  by  injection  or  other 
painful  procedure.  A number  of  alternative  methods  to  the  classical 
double-blind  placebo  experimental  design  can  be  suggested.  In  many 
instances,  a standard  drug  can  be  used  for  comparison.  Historical  group 
controls  may  be  utilized.  “No  drug”  crossover  can  be  used  if  the  patient 
can  tolerate  a “no  drug”  period  without  serious  compromise  of  his 
health.  At  times,  the  patient  may  serve  as  his  own  control,  either  as  a 
personal  historic  control  or  in  a “crossover  drug/no  drug”  or  “drug/ 
standard  drug”  design.  The  drug  may  be  most  importantly  compared 
to  other  therapeutic  modalities,  for  example,  behavioral  modification, 
psychotherapy,  dietary  manipulation,  and  so  forth. 

Specific  types  of  diseases  where  efficacy  is  likely  to  be  tested  are 
described  for  each  age  group  in  Section  II. 

F.  ETHICAL  CONSIDERATIONS 

The  usual  safeguards  for  clinical  studies  must  be  used,  including 
approval  by  the  Human  Research  or  Investigation  Committee  of  the 
institution  in  which  studies  are  being  carried  out  and  in  which  the 
principle  investigator  is  based.  A most  critical  aspect  of  the  study  is 
the  establishment  and  adherence  of  a detailed  experimental  protocol. 
Such  a protocol  must  clearly  spell  out  the  common  and  uncommon 
dangers,  describe  the  discomforts  (such  as  venipuncture  or  other  un- 
pleasant experiences),  indicate  the  expected  blood  loss,  and  define 
financial  and  other  responsibilities  ( e.g.,  should  additional  hospitalization 
resulting  from  studies  be  required). 

Parental  approval  for  the  participation  of  a child  in  a study  is  needed; 
and,  minors  cannot  themselves  legally  give  such  permission,  although  it 
should  be  elicited  from  children  mentally  capable  of  giving  consent. 
These  restrictions  may  best  be  met  by  the  justification  that  the  proposed 
study  be  of  benefit  to  the  recipient  of  the  investigational  drug.  The 
extent  of  such  benefit  should  be  related  to  the  degree  of  risk.  The 
concept  of  a “pure”  volunteer  can  be  questioned  when  dealing  with 
infants  and  children,  except  perhaps  with  older  teen-agers.  The  Com- 
mittee recognizes  that  the  ethics  of  “drug  testing”  in  minors  is  currently 
being  debated.  The  rights  of  minors  with  respect  to  evaluation  of  drugs 
no  doubt  will  soon  be  classified. 

G.  EXPERIMENTAL  DESIGN 

Ethical,  practical,  and  legal  considerations  may  preclude  studies  by 
the  most  theoretically  ideal  experimental  approach.  This  fact  need  not 
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be  viewed  as  an  insurmountable  obstacle  because  drugs  should  optimally 
be  tested  under  conditions  of  actual  clinical  use,  whether  administered 
to  hospitalized  patients  or  in  office  practice.  Such  considerations  do  not 
obviate  the  need  or  serve  as  an  excuse  for  the  investigator  to  not 
establish  a rigid  protocol,  including  appropriate  controls  of  whatever 
type,  evaluating  dose  response  phenomena,  and  adhering  to  sound  experi- 
mental design. 

Study  design  must:  (1)  account  for  adequate  control  of  variables  and 
include  appropriate  statistical  procedures,  (2)  detail  methods  and  pro- 
vide validation  for  assessment  of  benefit,  (3)  allow  for  handling  of 
adverse  or  side  effects,  and  (4)  demonstrate  awareness  of  the  placebo 
response,  both  for  beneficial  and  for  adverse  effects. 

Perhaps  the  single  most  important  variable  to  be  assessed  and  con- 
trolled is  the  comparability  of  the  study  populations.  This  must  be 
assessed  in  terms  of  a variety  of  parameters  appropriate  to  the  study, 
at  times  including  but  not  limited  to  disease,  social,  physical,  intellectual, 
and  behavioral  equivalence. 

The  mechanism(s)  for  evaluating  adverse  effects,  whether  by  means 
of  volunteered  or  elicited  reports,  questionnaires,  or  other  means  must 
be  clearly  stated  and  appropriate  for  the  age  group(s)  under  study. 

Provision  should  be  made  for  the  management  of  accidental  or 
intentional  overdosage  and  severe,  acute  toxic  reactions.  Dialysability, 
specific  antidotes,  and  other  therapeutic  measures  should  be  assessed, 
and  such  information  should  be  included  in  the  protocol  which  is 
available  to  all  involved  in  the  study. 

Long-term  follow-up  of  individuals  involved  in  phase  II  and  III 
studies  should  be  included  as  an  integral  part  of  the  experimental 
design. 

In  “blinded”  studies  (placebo  or  active  drug  control)  an  onlooker 
having  access  to  the  “code”  should  observe  progress  of  the  studies 
continually  to  minimize  exposure  of  subjects  to  adverse  effects  that 
may  not  be  detected  immediately.  That  is,  there  should  be  safeguards 
to  ensure  that  any  study  can  be  terminated  at  the  earliest  possible 
moment  if  danger  to  the  subjects  arise. 

Studies  of  blood,  liver,  and  renal  function  should  be  selective  and 
appropriate  for  known  modes  of  action  and  toxicity,  rather  than  the 
accumulation  of  a mass  of  laboratory  data  from  samples  obtained  by 
venipuncture  or  other  painful  procedures  which  is  then  run  through 
the  autoanalyzer.  Initially,  a wide  base  of  studies  may  be  used;  but, 
if  these  studies  are  negative,  only  a few  highly  selective  parameters 
should  be  monitored.  A similar  approach  is  suggested  for  the  use  of 
ECG,  EEG,  and  other  time-consuming  and  expensive  studies.  Above  all. 
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routine  laboratory  studies  must  not  be  allowed  to  become  so  cumber- 
some and  expensive  that  they  interfere  with  or  preclude  a clinical 
investigation,  nor  should  they  be  allowed  to  place  undue  constraints 
of  time,  discomfort,  or  bothersome  routine  on  either  the  patients  or 
the  investigators.  The  tendency  for  insistence  on  routine  studies  for 
acceptance  of  clinical  data  should  be  resisted.  Contrariwise,  the  evalua- 
tion of  data  on  growth,  social  activity,  school  attendance  and  perform- 
ance, etc.  may  be  extremely  valuable  in  assessing  efficacy  and  toxicity. 

II.  SPECIFIC  AGE-DEPENDENT  FACTORS  INFLUENCING 
SAFETY  AND  EFFICACY 

Growth  from  conception  to  adult  life  involves  complex  changes  in 
anatomy,  physiology,  biochemistry,  and  behavior  which  vary  consid- 
erably from  one  stage  of  development  to  another.  Therefore,  the  action 
and  adverse  actions  of  pharmacological  agents  will  vary  as  absorption, 
distribution,  metabolism  and  excretion,  and  receptor  sensitivity  are 
altered  by  the  changes  associated  with  growth  and  development. 

In  recognition  of  these  developmental  changes,  this  portion  of  the 
report  has  been  written  in  sections;  periods  of  childhood  have  been 
divided  into  stages  which  share  characteristics  distinguishing  each  stage 
from  the  other  stages.  In  each  stage,  factors  which  may  influence  the 
disposition  and  action  of  a drug  and  the  major  immediate,  delayed, 
and  adverse  actions  are  related  to  the  major  biologic  events  of  the  stage. 

By  introducing  these  age  groups,  the  Committee  is  not  suggesting  that 
each  drug  be  tested  in  each  age  group;  rather,  this  is  an  attempt  to 
ensure  that  the  important  biologic  characteristics  of  the  age(s)  in 
which  the  drug  eventually  will  be  used  therapeutically  will  be  con- 
sidered in  evaluating  both  its  beneficial  and  its  undesirable  effects. 

Each  age  group  will  be  evaluated  by  five  parameters: 

1.  A General  Statement  of  the  biochemical,  physiologic,  and  behavioral 
parameters  characterizing  the  age  group;  specific  ways  in  which  the 
child  is  unique  at  the  stage  will  be  given. 

2.  Safety  Considerations  of  particular  importance  to  the  age  group. 
These  are  divided  into  three  subgroups  relating  to  the  type  of  toxicity 
encountered  and  the  temporal  relationship  of  these  effects  to  the 
initiation  of  therapy. 

(a)  Immediate  Toxicity:  Signs  and  symptoms  occur  soon  after  the 
initiation  of  therapy. 

(b)  Delayed  Toxicity:  Toxic  effects  occur  only  after  a period  of 
chronic  administration.  Certain  adverse  effects  which  occur  in  the  im- 
mediate period  of  administration  but  manifest  themselves  later  (such 


587 


as  tetracycline  staining  of  the  teeth)  are  also  included  in  this  category. 

(c)  Late  Onset  Toxicity:  Toxicity  which  becomes  apparent  months 
to  years  later,  e.g.,  adenocarcinoma  of  the  vagina  in  girls  bom  to  mothers 
who  received  diethylstilbestrol  during  pregnancy. 

3.  Efficacy 

Means  of  establishing  the  beneficial  effects  of  a drug  and  particular 
forms  of  desirable  therapeutic  activities. 

4.  Problems  in  Drug  Evaluation 

Special  problems  which  may  arise  in  the  evaluation  of  drug  action 
in  a given  age  group. 

5.  Ethical  Considerations 

Special  ethical  considerations  pertinent  to  each  age  group  are  de- 
lineated. 

A.  INTRA-UTER1NE  (CONCEPTION  TO  BIRTH) 

1.  General:  The  administration  of  drugs  to  the  pregnant  woman 
presents  a unique  problem  to  the  physician.  He  must  consider  maternal 
pharmacologic  mechanisms,  and  he  must  be  aware  of  the  fetus  as  a 
recipient  of  the  drug.  In  therapeutic  endeavors  directed  toward  maternal 
disease,  consequences  of  drug  usage  have  often  been  unexpected;  and, 
adverse  effects  have  appeared  in  the  developing  fetus,  for  whom  the 
drug  was  not  intended.  On  the  other  hand,  the  possibility  of  develop- 
ment of  drugs  for  the  treatment  of  fetal  disease  diagnosed  in  utero 
should  be  considered,  and  guidelines  should  be  developed  for  the 
evaluation  of  both  efficacy  and  safety  of  this  type  of  compound  when 
it  is  administered  either  via  the  maternal  route  or  directly  to  the  fetus. 
Drugs  may  also  be  administered  to  women  who  are  not  aware  they 
are  pregnant.  Therefore,  all  drugs  which  will  be  used  in  women  of 
childbearing  age  should  be  evaluated  regarding  their  potential  for 
producing  adverse  effects  in  the  fetus.  This  will  avoid  label  disclaimers 
which  in  no  way  protect  the  woman  of  childbearing  age  who  may  be 
pregnant. 

2.  Safety:  Adverse  effects  of  drugs  on  the  fetus  vary  depending  on 
the  stage  of  intra-uterine  development.  Before  implantation,  drugs  may 
appear  in  high  concentrations  in  tubular  fluid  and  lead  to  the  death 
of  the  fertilized  ovum.  Drugs  which  cause  an  adverse  effect  during 
organogenesis  may  result  in  anatomic  malformations.  Drugs  given  beyond 
the  period  of  organogenesis  may  affect  the  fetus  and  cause  a functional 
disorder  which  is  not  associated  with  any  known  anatomic  malforma- 
tion. These  several  stages  of  intra-uterine  life  are  dealt  with  separately 
in  section  3.  In  addition,  because  of  the  frequent  use  of  drugs  during 
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labor  and  delivery,  and  because  of  the  special  problems  attendant  with 
assessing  safety  at  this  time,  this  intra-uterine  stage  is  also  singled  out 
for  discussion  in  section  3. 

Currently  used  animal  tests  do  not  guarantee  drug  safety  to  the  fetus. 
The  Committee  recognizes  the  inadequacy  of  the  preclinical  testing 
procedures  and  recommends  further  research  to  develop  appropriate 
standards  and  models  which  will  have  greater  applicability  to  man. 
Use  of  primates  is  suggested  as  one  such  step,  as  well  as  expansion  of 
comparative  studies  regarding  the  pharmacology  of  the  maternal-fetal- 
placental  unit.  Studies  of  drug  distribution,  transport,  and  disposition 
are  recommended,  particularly  in  primates  because  of  the  similarity  of 
their  placental  structure.  The  Committee  endorses  the  recent  recom- 
mendations of  the  report,  Research  Needs  in  Pediatric  Clinical  Phar- 
macology, of  the  National  Academy  of  Sciences,  National  Research 
Council,  Drug  Research  Board,  Washington,  D.C.  (1974).  This  report 
details  research  needed  to  enable  reliable  prediction  of  the  effects  of 
drugs  on  human  fetuses.  This  information  is  essential  if  pharmacologic 
therapy  during  intra-uterine  life  is  to  become  rational  and  safe. 

3.  Efficacy:  Suggested  methods  of  procedure  to  evaluate  drugs  which 
may  be  given  to  the  mother  during  intra-uterine  development  are  given 
in  the  following  paragraphs.  A prerequisite  to  intra-uterine  studies  for 
any  new  drug  is  evaluation  (phase  I and  early  II)  in  adult  men  and 
in  nonpregnant  women  of  childbearing  age. 

Organogenesis— To  evaluate  drugs  which  will  be  used  in  pregnant 
women  during  the  period  of  organogenesis,  pharmacokinetic  studies 
should  be  conducted  in  animals,  including  a subhuman  primate.  Locali- 
zation of  the  drug  within  the  fetus  may  be  readily  accomplished  using 
isotopic  techniques.  At  the  same  time,  although  not  mandatory,  studies 
of  drug  metabolism  and  disposition  within  the  human  fetal-placental 
unit  should  be  considered. 

The  next  stage  of  intra-uterine  development  to  be  considered  for 
drug  evaluation  is  from  the  completion  of  organogenesis  to  the  onset 
of  labor.  This  separation  from  the  other  periods  of  intra-uterine  life  is 
arbitrary  because  there  will  be  drugs  used  throughout  pregnancy  for 
the  management  of  maternal  or  fetal  diseases.  In  addition  to  the  pre- 
clinical tests  delineated  in  section  IC  of  these  guidelines,  additional 
studies  are  suggested  to  delineate  pharmacokinetics  within  the  maternal- 
fetal-placental  unit. 

Effects  on  uterine  blood  flow  should  be  assessed  because  of  the 
importance  of  this  parameter  for  considerations  of  safety.  Current 
methodology  which  permits  this  assessment  uses  chronically  catheterized 
sheep.  Studies  of  direct  administration  to  the  fetus  should  be  conducted 
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in  animals  with  the  development  of  distribution  and  dose-response 
interrelationships.  For  clinical  studies,  evaluation  should  be  carried  out 
in  those  instances  in  which  maternal  or  fetal  disease  warrants  use  of 
the  drug.  The  first  patients  who  undergo  this  phase  II  type  of  study 
should  have  careful  evaluation  of  fetal  heart  rate  via  continuous  elec- 
tronic monitoring.  Other  physiologic  parameters  of  the  fetus  should  be 
followed  during  the  period  of  drug  administration  insofar  as  technology 
permits.  These  pregnancies  should  be  carefully  followed,  and  the  out- 
come should  be  meticulously  ascertained— irrespective  of  whether  the 
drug  is  administered  for  the  duration  of  pregnancy  or  not.  The  infant 
should  be  carefully  followed  after  birth  until  psychologic  and  physiologic 
development  can  be  satisfactorily  assessed.  The  state  of  fetal  well-being 
should  be  assessed  throughout  pregnancy  after  the  drug  has  been 
administered,  whether  singly  or  on  multiple  occasions,  by  measurement 
of  urinary  estriol  excretion.  Intra-uterine  growth  should  be  assessed  via 
noninvasive  techniques,  such  as  ultrasound.  Pregnancy  should  be  moni- 
tored by  whatever  means  are  technically  available,  commencing  with 
the  initiation  of  drug  administration.  This  will  permit  determination  of 
the  time  at  which  adverse  effects  occur,  should  such  events  take  place. 
Evaluation  of  drug  disposition  will  be  greatly  aided  during  this  stage 
of  development  if  advantage  can  be  taken  of  pregnancies  terminated 
by  abortion,  by  purposefully  administering  the  drug  just  prior  to 
termination. 

Evaluation  of  drugs  to  be  used  for  the  management  of  labor  and 
delivery— At  this  stage  of  development,  direct  assessment  of  effects  of 
the  drug  on  fetal  physiologic  processes  (heart  rate,  respiration,  activity) 
are  possible,  as  is  determination  of  concentrations  of  the  drug  and 
various  biochemical  parameters  of  function  (pH,  glucose,  etc.)  in  the 
fetus  via  sampling  of  scalp  blood.  Infants  should  be  intensively  evaluated 
at  birth  and  throughout  the  neonatal  period,  with  particular  attention 
paid  to  their  adaptation  to  extra-uterine  life.  This  includes  examination 
of  acid-base  status,  weight  gain,  feeding  ability  and  general  activity, 
assessment  of  behavior  by  direct  observation  and  through  the  use  of 
psychometric  tests  which  are  valid  for  the  neonatal  period,  and  elec- 
troencepholography  (EEG).  Pharmacokinetic  studies  regarding  drug 
disposition,  metabolism,  and  eliminaton  should  also  be  undertaken  in 
these  infants  because  they  will  have  received  the  drug  transplacentally 
shortly  before  birth.  Determination  of  biologic  half-life,  excretion  of 
the  drug  and  its  metabolites  (including  identification  of  the  major 
metabolites  in  urine),  and  assessment  of  pharmacodynamic  effects  of 
the  drug,  if  present,  may  be  important  for  certain  agents.  Since  most 
agents  used  at  this  stage  of  development  are  analgesics  or  anesthetics, 
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careful  examination  of  the  functioning  of  the  central  and  autonomic 
nervous  systems  is  indicated.  By  intensive  and  comprehensive  investiga- 
tion of  a few  infants,  a determination  about  the  advisability  of  con- 
tinuing trials  of  the  drug  during  labor  and  delivery  should  be  followed 
until  assessment  of  drug  effects  on  psychologic  and  physiologic  develop- 
ment can  be  made  with  validity,  as  with  drugs  administered  during 
earlier  stages  of  fetal  development. 

In  the  pregnant  human  female,  studies  at  this  stage  of  development 
can  be  undertaken  by  several  different  approaches.  Women  who  receive 
the  drug  for  therapeutic  purposes  and  happen  to  be  pregnant  should 
be  noted.  Despite  attempts  made  to  avoid  this  situation,  it  will  occur. 
The  utmost  advantage  should  be  taken  of  this  situation.  Infants  exposed 
in  utero  in  this  manner  should  be  carefully  examined  at  birth  and 
followed  with  extensive  psychologic  and  physicologic  evaluation.  This 
will  enable  ascertainment  of  adverse  effects  other  than  those  noted  at 
delivery.  Evaluation  at  delivery  usually  detects  only  gross  anatomic 
malformations.  The  second  approach  to  drug  evaluation  during  this 
period  of  intra-uterine  life  involves  administration  of  the  drug  to  the 
mother,  usually  as  a single  dose,  when  termination  of  pregnancy  is 
planned.  In  this  instance,  drug  distribution,  localization  within  the 
fetus,  and  metabolism  within  the  fetal-placental  unit  can  be  examined. 
Metabolic  products  should  be  defined  within  the  fetal-placental  unit 
to  determine  whether  drug  biotransformation  differs  from  that  occurring 
in  the  adult.  The  use  of  radioisotopes  may  be  permissable  because  of 
the  termination  of  pregnancy.  Careful  histopathologic  study  of  the 
aborted  fetus  may  detect  adverse  effects  on  organogenesis. 

A third  approach  involves  careful  assessment  of  infants  receiving  the 
drug  in  utero  because  potential  therapeutic  benefit  for  the  mother  was 
sufficient  to  warrant  the  unknown  risk  involved  in  drug  administration 
to  the  fetus.  Such  infants  should  be  examined  meticulously  at  birth  and 
followed  carefully  thereafter  until  such  time  as  satisfactory  evaluation 
of  effects  on  psychologic  and  physiologic  development  can  be  made.  The 
duration  of  this  follow-up  will  depend  on  the  availability  and  sensitivity 
of  testing  devices,  the  nature  of  the  drug  and  its  known  pharmacologic 
and  teratologic  effects,  etc. 

4.  Special  Problems:  In  the  preceding  paragraphs  it  has  been  implied 
that  drugs  will  be  administered  mainly  for  therapeutic  benefit  of  the 
mother.  The  same  considerations  which  apply  to  the  design  and  execu- 
tion of  clinical  trials  during  phase  II  are  applicable,  including  controls, 
randomization,  etc.  Pregnancy  per  se  should  not  preclude  women  from 
participating  in  phase  II  studies  when  potential  therapeutic  benefit  of 
a new  agent  may  be  obtained.  Special  attention  must  also  be  given  to 
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the  effects  which  pregnancy  itself  may  exert  on  drug  action  during  the 
randomization  of  phase  II  clinicial  trials. 

Agents  will  be  developed  solely  for  the  benefit  of  the  fetus.  Deter- 
mination of  efficacy  and  safety  will  be  difficult,  but  objectivity  demands 
careful  assessment  of  such  benefit  in  controlled  trials  following  drug 
disposition  studies  in  pregnant  animals  (including  primates).  The  con- 
siderations of  safety  outlined  for  intra-uterine  development  are  applicable 
when  drugs  are  administered  for  the  benefit  of  the  fetus.  Dosage  may 
have  to  be  altered  considerably  when  the  drug  is  administered  directly 
to  the  fetus  via  either  amniotomy  or  intraperitoneally.  The  diagnosis 
must  be  firmly  established  prior  to  administration  of  drugs  for  the  treat- 
ment of  fetal  disease.  In  addition,  potential  benefit  from  the  drug  will 
have  to  be  sufficient  to  warrant  the  risks  of  administration  directly  to 
the  fetus. 

B.  NEONATAL  (BIRTH  TO  ONE  MONTH) 

1.  General:  Newborn  infants  have  been  shown  repeatedly  to  be  much 
more  sensitive  than  adults  to  various  pharmacologic  agents.  This  has 
been  most  often  the  result  of  differences  in  pharmacokinetic  processes. 
A number  of  other  basic  considerations,  including  receptor  sensitivity, 
may  also  account  for  this  phenomenon.  The  few  available  data  show 
some  of  the  pharmacokinetic  differences  peculiar  to  neonates.  They 
include  differences  in  general  metabolism,  inequities  caused  by  dissocia- 
tion of  gestational  from  maturational  ages,  a larger  body  surface  to  body 
weight  ratio,  variation  of  protein  concentration  and  drug-protein  binding 
affinity,  the  presence  of  fetal  hemoglobin,  immature  renal  tubular  func- 
tion, and  changes  in  pharmacodynamic  response.  Small  infants  are  most 
susceptible  to  changes  of  ambient  temperature,  and  the  subsequent  de- 
crease in  body  temperature  may  have  notable  effects  on  the  rates  of 
drug  metabolism  and  excretion.  Moreover,  the  major  variations  of  fat 
and  water  content  in  the  newborn  and  between  individual  neonates  may 
result  in  differences  in  distribution  and  subsequent  kinetics. 

2.  Safety: 

(a)  General  Considerations  of  Safety:  The  alterations  in  absorption, 
distribution,  metabolism,  and  excretion  in  the  neonate  may  lead  to 
accumulation  of  the  drug  with  resultant  toxicity.  Modification  of  dosage 
may  avoid  this  type  of  adverse  effect.  The  unique  physiologic  state  of 
the  neonate  (particularly  during  illness)  and  the  wide  ranges  of  such 
pharmacokinetic  determinants  as  pH,  blood  gases,  electrolytes,  protein 
concentrations,  and  temperature  present  additional  possibilities  which 
may  result  in  toxic  manifestations.  The  very  rapidity  of  change  of  such 
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determinants  makes  it  necessary  to  provide  assay  methods  of  minimal 
sample  size. 

(b)  Specific  Toxicities: 

(i)  Central  Nervous  System  Effects:  Evidence  exists  for  the  enhanced 
penetration  into  the  brain  of  many  drugs.  The  cardiovascular,  respiratory, 
and  thermoregulatory  mechanisms  are  extremely  sensitive  to  depressive 
effects  in  the  neonate.  In  addition,  neuronal  maturation,  cell  migration, 
dendritic  arborization,  and  cell  differentiation  are  occurring  at  this  age 
and  may  be  affected  by  drugs  and/or  their  metabolites. 

(ii)  Cardiovascular: 

Cardiogenic  effects— D rugs  may  affect  cardiac  contractility,  rate,  and 
rhythm,  thereby  causing  severe  or  possibly  fatal  adverse  drug  reactions. 
This  has  been  a particular  problem  with  local  anesthetic  agents  used 
during  delivery.  The  neonate  may  also  display  delayed  CNS  depression 
or  the  induction  of  seizures  and  unexpected  excitation  resulting  from 
the  administration  of  some  agents;  he  may  also  become  addicted  or 
dependent. 

Circulatory  adjustment  occurring  during  the  change  from  the  intra- 
uterine to  the  extra-uterine  environment  may  be  hampered  by  the 
presence  of  certain  drugs.  In  particular,  closure  of  the  ductus  arteriosus 
may  be  impaired  if  respiratory  depression  results  in  hypoxemia  and 
acidosis. 

(iii)  Metabolic  Derangements:  Changes  in  serum  glucose,  calcium, 
PH,  sodium,  potassium,  etc.  may  be  the  result  of  drug-induced  altera- 
tions in  the  infants  metabolic  processes  or  may  influence  drug  evalua- 
tion. Metabolic  data  obtained  during  the  care  of  the  sick  newborn  infant 
may  provide  valuable  information  in  assessing  safety  and  efficacy. 

(iv)  Changes  in  Bilirubin  Kinetics:  Prior  to  administration  of  any 
drug  to  the  neonate,  it  is  mandatory  to  study  the  drug  in  its  final  dosage 
form  and,  if  possible,  its  metabolites  and  protein  bilirubin  binding. 
When  appropriate,  effects  of  the  drug  on  conjugation,  uptake,  excretion, 
and  enterohepatic  circulation  of  bilirubin  should  be  performed. 

(v)  Dermatotoxicity  and  Persorption:  The  topical  application  of  phar- 
macologic agents  to  the  neonate  must  be  approached  with  an  awareness 
of  two  peculiarities  of  this  age  group.  First,  the  skin  is  more  susceptible 
to  dermatotoxicity  expressed  as  photosensitivity  and  various  forms  of 
rash,  including  bullous  eruptions.  Second,  the  thin  or  absent  statum 
comeum  allows  increased  persorption,  leading  to  systemic  concentra- 
tions which  may  exert  a toxic  effect  on  other  organs  (e.g.,  hexachloro- 
phene  and  brain  damage).  In  addition,  systemic  reactions  (e.g.,  cyclo- 
pentolate  with  atropine-like  toxicity)  may  result  from  increased  drug 
absorption  through  mucous  membranes. 
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(vi)  Gastrointestinal:  Evaluation  of  the  effects  of  a drug  should 
include  consideration  to  such  adverse  effects  as  the  inhibition  of  gastro- 
intestinal motility,  change  of  flora,  vomiting,  or  a malabsorption-type 
syndrome  caused  by  direct  irritation,  as  well  as  effects  on  absorption 
of  nutrients. 

(vii)  Hematologic:  Methemoglobinemia,  thrombocytopenia,  and  he- 
molysis (especially  in  G-6-PD-deficient  neonates)  may  be  induced  in 
the  neonate  necessitating  investigation  of  this  potential  in  the  evaluation 
of  new  agents. 

(c)  Drugs  in  Breast  Milk:  Most,  if  not  all,  drugs  administered  to 
the  mother  are  excreted  in  the  breast  milk.  Concentrations  of  the  drug 
and/or  of  its  metabolites  should  be  determined  with  due  regard  for 
the  individual  variations  of  lactation  volume  itself.  The  mere  presence 
of  the  agent  in  the  breast  milk  does  not  necessarily  indicate  any  effect 
on  the  neonate,  deleterious  or  otherwise,  and  should  not  in  itself  mitigate 
against  approval  for  use  in  lactating  women.  Various  factors  such  as 
concentration,  the  total  dose  delivered,  the  absorption  by  the  infant, 
etc.  must  be  considered  in  evaluating  potential  effects  mediated  through 
breast  feeding. 

3.  Efficacy:  A number  of  specific  items  will  be  considered  to  be 
additional  parameters,  as  well  as  those  outlined  in  section  1.  Survival 
rates  from  severe  illnesses  such  as  neonatal  sepsis,  idiopathic  respiratory 
distress  syndrome,  erythroblastosis  fetalis  and  hemolytic  disease  of  the 
newborn,  and  necrotizing  enterocolitis  may  be  the  only  parameters  of 
efficacy  available.  Improvements  in  survival  rates  must  be  viewed  with 
consideration  of  long-term  follow-up  studies  in  areas  such  as  cognitive, 
behavioral  and  physical  growth,  etc.  Some  drug-mediated  effects  can  be 
expressed  only  later  during  adolescence;  such  studies  should  be  carried 
out  in  children  as  an  ongoing,  follow-up  study  even  after  the  drug  has 
been  given  conditional  approval.  The  increased  survival  rates  in  this 
age  group  also  allow  for  the  expression  of  drug-induced  effects  which 
in  the  past  had  been  precluded  by  earlier  death.  Furthermore,  the 
survival  of  neonatal  illness  under  changing  concepts  of  management 
may  in  itself  alter  the  pattern  of  disease  during  a drug  evaluation 
period.  Therefore,  discrimination  between  the  effects  of  a drug  and  the 
effects  of  survival  itself  may  present  problems. 

4.  Special  Problems:  Some  major  obstacles  to  be  overcome  in  estab- 
lishing efficacy  and  safety  in  this  age  group  are: 

(a)  The  Influence  of  Maternal  Disease:  The  variations  in  physiologic 
states  of  the  neonate,  secondary  to  the  pathophysiologic  conditions  of 
the  mother  (e.g.,  infants  of  diabetic  mothers)  may  (1)  negate  the 
random  assignment  of  infants  to  controlled,  matched  study  populations, 
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and  (2)  alter  the  pharmacologic  response  of  the  infant  to  an  adminis- 
tered agent. 

(b)  The  Influence  of  Infant  Disease:  The  wide  variability  within  each 
disease  state  and  the  relatively  small  population  of  affected  individuals 
in  any  single  institution,  together  with  the  marked  influences  of  the 
host  subject  in  terms  of  gestational  and  maturational  ages,  etc.,  present 
limitations  in  study  design,  random  assignment,  statistical  analysis,  etc. 

5.  Ethics:  The  neonate  presents  a number  of  unique  ethical  problems. 
Among  these  are: 

(a)  The  possibility  of  unusual  toxicity  and  the  extreme  difficulty  in 
identification  of  such  a problem.  The  late  appearance,  the  inability  of 
the  subject  to  exhibit  common  early  signs  of  toxicity,  and  the  inability 
to  verbalize  symptomatic  complaints  all  contribute  to  the  dilemma. 

(b)  The  higher  risk  potential  inherent  in  this  population  dictates  the 
most  substantial  evidence  of  benefit  to  be  derived  from  the  use  of  a 
new  drug. 

C.  INFANT /TODDLER  (1  MONTH  TO  2 YEARS) 

1.  General:  This  period  is  characterized  by  notable  increments  in 
physical  growth  and  rapid  maturation  of  all  organ  systems  with  associ- 
ated functional  change.  Noteworthy  in  these  regards  are  the  central 
nervous  system  and  the  immune  system.  Of  direct  relevance  to  the  effect 
of  a drug  on  infants  in  the  early  months  of  this  age  group  are  alterations 
in  protein  binding  and  drug  metabolism. 

2.  Safety: 

(a)  Immediate  Drug  Toxicity: 

(i)  Difficulty  in  detecting  toxicity  by  clinical  assessment:  Toxicity 
may  or  may  not  be  apparent  in  infants,  especally  in  the  early  months 
of  this  age  group.  This  may  be  particularly  true  for  central  nervous 
system  toxicity.  Therefore,  blood  levels  of  pharmacologic  agents  should 
be  monitored  and  cautiously  interpreted  because  therapeutic  blood 
levels  for  older  children  and  adults  may  not  be  safe  for  infants. 

(ii)  Gastrointestinal  tract:  Acute  and  chronic  gastroenteritis  is  fre- 
quently encountered  in  this  age  group.  Certain  drugs  are  more  likely 
to  cause  diarrhea  in  infants  than  in  older  children.  Gastroenteritis  will 
affect  drug  absorption  and  may  complicate  interpretation  of  efficacy 
and  toxicity.  Dehydration  with  resultant  hypovolemia,  a frequent  con- 
sequence of  gastroenteritis  in  infants,  may  affect  drug  distribution  and 
serum  concentrations. 

(iii)  Central  nervous  system:  Drugs  may  effect  myelinization  and 
brain  differentiation,  which  are  actively  occurring  in  children  of  this 
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age  group.  Such  effects  may  not  be  limited  to  drugs  which  localize  in 
the  central  nervous  system  or  which  exhibit  a predominant  effect  on 
the  brain. 

(b)  Delayed  Reactions: 

(i)  General:  Toxicity  is  difficult  to  assess  in  this  age  group  by  clinical 
observations  alone.  Furthermore,  it  may  not  be  possible  to  distinguish 
between  adverse  effects  following  any  single  dose  in  a repeated  series 
of  drug  administrations  because  of  delayed  reactions.  Although  this 
problem  also  applies  to  older  age  groups,  it  is  particularly  pertinent  to 
infants  because  of  their  relatively  immature  organ  systems  and  their 
limited  ability  to  communicate. 

(ii)  Hypersensitivity:  In  this  stage  of  initial  exposure  to  foreign 
protein  (e.g.,  foods  and  inhaled  particulate  protein),  drugs  may  pre- 
dispose to  hypersensitivity  through  such  diverse  mechanisms  as  inhibi- 
tion of  secretory  antibody  production  or  induction  of  partial  blockade 
of  beta  adrenergic  receptors. 

(iii)  Physical  growth:  Physical  growth  may  be  affected  by  various 
classes  of  drugs  such  as  adrenocorticosteroids  and  tetracycline  antibiotics. 
Long-term  growth  should  be  followed  for  any  new  drugs  designed  for 
chronic  administration,  and  especially  for  those  agents  which  have  been 
shown  to  adversely  influence  growth  in  immature  experimental  animals. 

3.  Efficacy:  Although  easier  than  for  the  neonatal  age  group,  evalua- 
tion of  efficacy  is  far  more  difficult  than  in  adults.  Infants  cannot 
cooperate  in  a number  of  commonly  used  tests  of  pharmacologic  action; 
therefore,  indirect  parameters  (e.g.,  length  of  illness,  length  of  hospital 
stay,  frequency  of  complications  and  subsequent  disability,  and  certain 
laboratory  tests  will,  of  necessity,  be  used  to  determine  efficacy. 

4.  Special  Problems: 

(a)  Deficiency  States:  The  presence  of  iron-deficiency  anemia  and 
diminished  concentrations  of  certain  serum  proteins  is  more  likely  to 
occur  in  this  age  group  than  in  any  other  age  groups.  Such  deficiencies 
may  alter  drug  kinetics. 

(b)  Breast-feeding:  The  possibility  of  interaction  from  chemicals, 
hormones,  and  drugs  in  breast  milk  should  be  considered  when  suckling 
infants  participate  in  drug  evaluation. 

5.  Ethics:  Before  evaluating  new  drugs  in  infants,  substantial  evidence 
of  benefit  or  superiority  over  accepted  agents  should  be  demonstrated 
in  older  children  and  adults  because  infants  may  have  a higher  risk 
potential.  Included  among  these  increased  risks  are  those  pertaining  to 
physical  growth  and  neurological  and  intellectual  development. 

6.  Other— Research  Needs:  Certain  research  needs  can  be  identified 
as  relevant  to  the  study  of  new  drugs  for  this  age  group.  ( a ) Relatively 
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noninvasive  techniques  for  determining  blood  levels  (e.g.,  salivary  drug 
concentration)  should  be  sought;  (b)  noninvasive  techniques  for  estab- 
lishing efficacy  of  a drug  should  be  developed;  (c)  much  additional 
information  is  needed  on  the  affect  of  drugs  on  the  development  of  the 
immune  response  (both  humoral  and  cellular  components);  (d)  tests 
should  be  developed  for  the  early  assessment  of  abnormalities  of  cogni- 
tive function  and  central  nervous  system  development. 

D.  CHILDHOOD  (2  YEARS  TO  ONSET  OF  ADOLESCENCE) 

1.  General:  This  age  group  is  characterized  by  slower  growth  and 
the  highest  incidence  of  infectious  diseases.  Increasing  motor  and  social 
independence  results  in  exposure  to  environmental  hazards  which  lead 
to  various  accidents  such  as  poisoning,  bums,  drowning,  and  physical 
trauma.  Cognitive  processes  involved  in  school  performance  and  school 
attendance— vital  to  intellectual  and  psychosocial  development— are  being 
rapidly  acquired.  At  the  end  of  this  age  period,  rapid  bone  growth  and 
epiphyseal  maturation  occur  secondary  to  changes  in  endocrine  activity. 
Accordingly,  pharmacokinetics  may  differ  from  the  infant  and  adolescent 
age  groups,  depending  on  the  characteristics  of  the  drug  and  the  child’s 
age  within  the  broad  age  range  of  this  period. 

2.  Safety: 

(a)  General:  Safety  considerations  in  general  differ  little  from  safety 
parameters  in  the  general  guidelines.  A specific  need  at  this  age,  when 
accidental  poisoning  is  common,  is  information  dealing  with  acute 
toxicity  and  treatment  of  drug  poisoning. 

(b)  Specific  Toxicides: 

(i)  Immediate  drug  toxicity:  A disease  for  which  a drug  is  given  may 
enhance  its  toxic  potential.  Thus,  interaction  with  disease  states  which 
would  apply  particularly  to  drugs  used  at  this  age  should  be  studied, 
e.g.,  antibiotics,  bronchodilators,  antihistamines,  and  anticonvulsants.  An 
example  would  be  the  altered  toxicity  of  amplicillin  when  employed  in 
infectious  mononucleosis  or  increased  toxicity  of  isoproterenol  (ventri- 
cular tachycardia)  when  the  patient  has  hypoxemia  and  acidosis. 

Hypersensitivity  manifested  by  anaphylactoid  and  anaphylactic  re- 
actions are  more  likely  to  occur  at  this  age  and  in  adolescents  than  in 
younger  children  because  of  longer  periods  for  sensitization  and  greater 
exposure  to  antibiotics  and  similar  substances  to  which  antibodies  may 
be  induced. 

(ii)  Delayed  reactions: 

Hypersensitivity  manifested  by  serum  sickness  or  drug  fever— This  may 
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be  seen  with  a variety  of  agents  ranging  from  antibiotics  to  anticon- 
vulsants and  is  common  in  this  age  group  and  in  adolescents. 

Drugs  interfering  with  school  performance  and  other  childhood  activ- 
ities—These  may  include,  but  are  not  limited  to,  side  effects  which 
interfere  with  attention  span  (e.g.-,  drowsiness)  or  reduced  perception 
(e.g.,  tinnitis  and  decreased  hearing). 

Drug-nutritional  interactions— The  prolonged  use  of  a drug  in  a child 
may  affect  his  nutritional  requirements.  Recent  observations  on  the 
rachitic  effect  of  long-term  administration  of  diphenylhydantoin  illustrate 
this  concern. 

(iii)  Late  onset  reactions: 

Chronic  administration  of  a variety  of  agents  may  affect  linear  growth 
and/or  weight  gain. 

Selective  growth  changes  include  advancement  or  retardation  of 
puberty  or  of  menarche. 

3.  Efficacy:  Evaluation  of  efficacy  based  on  objective  criteria  is  pos- 
sible in  the  school-aged  child  who  is  able  to  cooperate.  Objective 
measurements  should  be  stressed  in  study  design.  School  performance 
and  school  attendance  provide  additional  parameters  which  may  be 
extremely  useful  in  determining  efficacy.  Even  though  the  rate  of  physical 
growth  has  slowed  in  this  age  group,  changes  in  growth  rate  may 
provide  additional  evidence  of  efficacy,  especially  in  those  diseases 
which  depress  linear  growth  or  interfere  with  normal  weight  gain. 
Assessment  of  osseous  development  (e.g.,  bone  age)  is  one  parameter 
of  growth  that  may  be  useful  where  indicated.  The  efficacy  of  agents 
in  preventing  or  altering  morbidity  from  infectious  diseases  may  be 
best  studied  in  this  age  group  when  the  incidence  of  viral  and  bacterial 
infections  is  high. 

4.  Special  Problems:  Accidental  poisoning  and  overdosage  are  of  prime 
consideration  at  this  age.  The  manifestations  of  acute  poisoning  with 
the  drug  and  its  metabolites  should  be  studied  in  juvenile  animals,  as 
noted  in  section  I.  A protocol  should  be  developed  for  the  manage- 
ment of  accidental  overdosage  and  severe,  acute  toxic  reactions.  Infor- 
mation concerning  specific  antidotes  and  therapy  of  overdosage  (e.g., 
peritoneal  dialysis)  should  be  included  in  the  protocol  and  ultimately 
in  the  package  insert. 

5.  Ethics:  Special  ethical  consideration  in  this  age  group  involves 
school  absenteeism  for  studies  as  well  as  the  psychological  effects  of 
such  studies  on  the  child.  These  should  be  discussed  with  parents  before 
informed  consent  is  obtained.  Older  children  may  be  able  to  participate 
in  the  consent  process. 
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E.  ADOLESCENT  (ONSET  OF  ADOLESCENCE  TO  ADULT 
LIFE) 

1.  General:  Adolescence  may  be  defined  as  the  transition  period  in 
which  the  child  undergoes  changes  in  physical,  sexual,  and  psychosocial 
development  transforming  him  into  an  adult.  During  this  time  period, 
the  child’s  body  is  rapidly  changing  in  form,  undergoing  final  rapid 
growth  to  mature  stature  and  the  development  of  secondary  sexual 
characteristics.  Coupled  to  the  dramatic  changes  in  body  form,  the 
adolescent  develops  a new  perception  of  himself  as  an  individual  in 
relation  to  his  niche  in  his  family  and  in  the  general  fabric  of  society. 

Changes  in  physiology  may  produce  alteration  in  the  absorption, 
distribution,  metabolism,  and  excretion  of  drugs  as  well  as  in  receptor 
response.  The  development  of  puberty  and  the  known  effects  of  sex 
hormones  on  drug  metabolism  warrants  consideration  in  drug  evalua- 
tion in  the  adolescent. 

2.  Safety: 

(a)  General  Considerations  of  Safety:  In  this  age  group,  medication 
may  not  be  taken  as  prescribed.  The  adolescent  frequently  omits  doses 
of  medication,  takes  it  at  erratic  intervals,  and  may  take  more  than 
prescribed.  Safety  considerations  should  be  addressed  not  only  to  the 
therapeutic  dosage,  but  also  to  the  consequences  of  suboptimal  dosage 
and  overdosage. 

(b)  Effect  of  the  Age  Group  on  Safety  Considerations: 

(i)  Immediate  Adverse  Effects: 

Drug  misuse  includes  that  of  accidental  or  intentional  overdosage  or 
underdosage  and  that  of  inappropriate  use.  The  adolescent  may  fail 
to  take  the  medication  as  frequently  as  prescribed,  or  he  may  employ 
it  in  larger  doses  than  prescribed  or  for  inappropriate  reasons.  The 
effects  of  such  practices  on  the  disease  process  and  adverse  effects  will 
have  to  be  anticipated. 

Use  of  hallucinogenic  agents— A variety  of  illegal  agents  may  be  em- 
ployed as  hallucinogens  during  these  years.  Legitimate  pharmacologic 
agents  may  also  be  tried  by  the  adolescent  in  an  attempt  to  mimic 
known  hallucinogens.  Oral  agents  may  be  self-administered  intraven- 
ously by  the  adolecent.  Therefore,  the  hallucinogenic  and  abuse  potential 
of  new  agents  should  be  evaluated  prior  to  their  release. 

Hypersensitivity  reactions  include  anaphylaxis,  serum  sickness,  and 
contact  dermatitis.  Although  not  unique  for  the  age  group,  these  reac- 
tions may  occur  as  a result  of  self-medication  or  inappropriate  routes 
of  administration  of  medication. 

Ahortifacients  of  a wide  variety  may  be  employed  and  produce  severe 
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toxic  effects.  Again,  legitimate  agents  may  be  employed  in  overdosage 
or  by  routes  of  administration  for  which  they  were  not  intended. 

(ii)  Delayed  Reaction: 

Dependency  and  habituation  are  among  the  major  delayed  reactions. 

(iii)  Late  Adverse  Effects: 

Psychosocial  and  behavioral  alterations  may  occur  as  a late,  even 
unexpected,  action  of  a drug  and  should  be  considered  in  drug  evalua- 
tion. These  may  occur  either  as  a direct  effect  or  as  an  exaggeration 
of  an  underlying  problem. 

Other— Growth  changes  and  advancement  or  delay  of  puberty  and  of 
menarche  may  constitute  other  delayed  drug  reactions  in  this  age  group. 

Effect  on  fertility , such  as  antimetabolites  (i.e.,  cytoxan).  The  effects 
of  drugs  on  growth,  sexual  maturation,  and  fertility  must  be  evaluated 
in  all  drugs  to  be  used  in  adolescence. 

Pregnancy  test  on  female  participants— Because  of  the  presence  of 
unknown  or  hidden  early  pregnancy,  adolescent  girls  should  have  preg- 
nancy tests  before  entering  any  drug  trials. 

3.  Efficacy:  The  same  objective  parameters  used  in  adult  patients  to 
define  efficacy  should  be  used. 

4.  Special  Problems 

(a)  General:  The  plasticity  of  evolving  form  and  functions  in  the 
adolescent  produces  unique  therapeutic  problems  for  this  age  group 
which  can  be  grouped  into  three  major  categories. 

(i)  Drugs  used  to  alter  physical  growth  and  sexual  development. 
Drugs  given  to  regulate  growth  or  secondary  sexual  manifestations  are 
unique  to  the  adolescent.  Many  pharmacologic  agents  are  employed  in 
an  attempt  to  make  the  subject  “normal”  or  “superior”  regarding  growth, 
muscular  development,  or  sexual  development.  Pressures  to  use  drugs 
are  generated  by  the  adolescent’s  peer  group.  An  adolescent  who  is  too 
tall  or  too  short,  too  obese  or  too  thin,  or  not  athletic  enough  is  made 
the  object  of  derision  by  his  or  her  peers.  Synthetic  androgens  are  often 
used  under  these  circumstances.  Their  effects  on  hepatic  function  (and 
metabolism  of  other  drugs)  and  hepatic  carcinogenesis  should  be  taken 
into  consideration. 

The  problems  of  potentially  tall  girls  and  of  irregular  menses  may 
both  be  treated  with  synthetic  sex  hormones.  The  long-term  effects  of 
these  practices  must  be  studied  with  regard  to  fertility  and  carcino- 
genesis. The  latter  is  highlighted  by  the  development  of  uterine  car- 
cinoma in  patients  with  Turner’s  syndrome  after  stilbestrol  treatment. 

Conditions  affecting  both  males  and  females  are  obesity  and  sexual 
precocity.  Growth  and  fertility  could  be  affected  by  agents  used  in  then- 
treatment.  For  example,  medroxyprogesterone— used  in  treatment  of 
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sexual  precocity— has  been  shown  to  suppress  the  pituitary-adrenal  axis, 
cause  Cushingoid  features,  and  produce  “sticky-chromosomes”  in  the 
male  gonad.  These  examples  of  adverse  effects  warrant  consideration 
when  new  drugs  of  this  class  are  evaluated. 

(ii)  Drugs  used  to  regulate  mood  and  behavior.  The  adolescent  is 
prone  to  psychosocial  disturbances;  the  ambivalence  created  by  his 
striving  for  self-identity  and  his  dependent  needs  coupled  with  rapid 
changes  in  physiology  and  body  form  create  a milieu  of  stress.  Bizarre 
and  unusual  behavior  may  result  when  family  interrelationships  are 
strained  or  if  school  and  peer  interactions  break  down.  Depression, 
anxiety,  and  acting  out  are  common  psychological  symptoms  which  the 
physician  is  requested  to  control  with  drugs.  There  the  problem  of 
evaluating  efficacy  may  be  confounded  by  current  psychotherapy;  this 
must  be  considered  when  adolescents  are  enrolled  in  a psychoactive 
drug  study. 

Since  psychoactive  drugs  are  used  in  this  age  group,  special  studies 
must  be  carried  out  to  evaluate  side  effects  on  growth,  sexual  develop- 
ment, and  ultimate  fertility.  Effects  on  school  performance,  social 
behavior,  and  operation  of  vehicles  should  be  kept  in  mind. 

(iii)  Drugs  used  for  cosmetic  purposes.  Awakening  interest  in  the 
opposite  sex  is  characteristic  of  the  adolescent.  The  adolescent’s  self- 
image  in  this  context  is  related  to  his  physical  attractiveness.  Minor 
skin  blemishes  may  result  in  an  inordinate  expenditure  of  effort,  time, 
and  money  to  correct  anything  which  may  be  considered  a defect.  At 
the  same  time,  physiological  changes  make  him  susceptible  to  acne, 
oily  skin,  blackheads,  seborrhea,  and  hirsutism.  He  seeks  and  uses  a 
variety  of  medications,  both  on  prescription  and  over-the-counter,  to 
contend  with  these  problems.  Antibiotics,  hormones,  and  vitamins  may 
be  prescribed  for  systemic  use  or  topical  application.  Other  medications 
(such  as  keratolytics,  drying  agents,  and  ointment  powders  to  cover 
blemishes)  are  limited  to  external  use. 

For  topically  applied  drugs,  the  problem  of  skin  sensitization  is  super- 
imposed on  those  of  potential  abuse  and  overdosage  common  to  other 
classes  of  drugs. 

The  major  concern  relating  to  these  categories  of  therapeutic  agents, 
and  indeed  for  any  drug,  given  to  an  adolescent  involve: 

(a)  the  potential  for  abuse; 

(b)  the  possibility  that  the  agent  may  alter  the  final  stages  of  physical 
and  endocrine  development  completing  the  growth  cycle  to  maturity. 

5.  Ethics: 

(a)  Informed  consent  should  be  obtained  from  the  subject  as  a 
responsible  individual,  as  well  as  from  his  parents. 
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(b)  The  effects  of  drugsj  even  in  the  young  adolescent,  must  include 
the  possibility  that  females  are  pregnant  and  males  may  be  fertile. 

(c)  The  possibility  that  the  drug  may  have  an  effect  on  ova  or 
spermatazoa  must  be  considered. 

6.  Other— Compliance:  Patients  may  fail  to  take  the  medication  under 
study  according  to  their  protocol.  This  is  particularly  true  of  adolescent 
patients  who  are  not  yet  mature  enough  to  realize  the  need  to  take 
even  the  most  important  medications  (i.e.,  insulin  in  juvenile-onset 
diabetes).  Therefore,  to  evaluate  drugs  in  this  age  group,  methods  to 
evaluate  compliance  will  have  to  be  devised  and  used. 

III.  SUMMARY  OF  REQUIRED  STUDIES 

The  following  summary  is  intended  to  list  those  studies  which  are  felt 
to  be  required  in  all  (or  almost  all)  drugs  to  be  approved  for  use  in 
pregnant  women,  infants,  and  children.  There  will  be  exceptions.  The 
recommendations  are  divided  into  three  groups:  animal  studies,  studies 
in  adults,  and  studies  in  pregnant  women,  infants,  and  children.  The 
studies  do  not  necessarily  have  to  be  carried  out  in  this  order  because 
some  studies  may  be  concurrent  and  additional  studies  in  animals  may 
be  required  in  response  to  observations  made  in  patients.  This  is  parti- 
cularly true  when  metabolic  pathways  specific  to  man  are  determined 
from  phase  I and  II  studies.  Thus,  the  initial  studies  are  termed 
“animal”  rather  than  preclinical. 

A.  Studies  in  Animals 

1.  Chronic  toxicity  studies.  This  is  the  usual  18-month  multidose 
administration  to  two  species,  usually  the  rat  and  the  beagle  dog. 
These  studies  should  include  effects  on  growth  and  skeletal  maturation 
(bone  age). 

2.  Appropriate  methodology  using  nonradiation-emitting  techniques 
are  to  be  developed.  Initially  “hot”  methods  for  animal  studies  may 
serve  as  a prototype  for  the  development  of  appropriate  “cold”  methods; 
but,  they  are  not  in  themselves  sufficient.  The  method(s)  should  be 
sensitive  enough  to  measure  with  small  sample  size  levels  in  serum 
expected  to  be  in  the  therapeutic  range.  The  methodology  should  also 
differentiate  the  drug  from  its  major  metabolites.  If  the  latter  are 
pharmacologically  active,  additional  techniques  for  these  measurements 
are  needed. 

3.  The  pKa  and  lipid: water  ratio  of  the  chemical  moiety  used  in  the 
product  should  be  determined. 
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4.  Studies  of  absorption,  distribution,  metabolism,  and  excretion.  These 
should  account  for  a major  percent  of  the  administered  dose  and  lead 
to  formulation  of  a pattern  of  metabolism  and  disposition  during  both 
acute  and  chronic  administration.  Major  metabolites  should  be  identified. 
Unusual  disposition— particularly  in  growing  bone,  teeth,  or  endocrine 
organs— which  might  be  associated  with  adverse  effects  in  the  pediatric 
populaton  should  be  sought. 

5.  The  standard  “3-phase”  reproductive  study. 

6.  Mutagenesis,  teratogenesis,  and  carcinogenesis  should  be  studied 
by  the  best  tests  currently  available.  These  may  need  to  be  modified  for 
each  age  group  for  which  the  drug  has  potential  clinical  use.  A no-effect 
dose  should  be  included.  These  studies  should  be  interwoven  and 
considered  in  toto. 

B.  Studies  in  Adults 

It  is  presumed  that  a testing  sequence  such  as  the  following  will 
usually  be  employed: 

1.  males  (of  various  ages), 

2.  women  not  of  childbearing  potential, 

3.  women  who  are  not  pregnant. 

In  the  usual  case  such  studies  will  be  through  phase  II  before  the 
drug  is  introduced  into  children  or  pregnant  women. 

1.  From  the  foregoing  studies  a sound  idea  can  be  obtained  of  the 
dose  levels  that  are  tolerated  and  not  tolerated  in  each  group.  The 
pharmacologic,  therapeutic,  and  adverse  effects  observed  in  these  groups 
must  be  available. 

2.  A range  of  serum  levels  achieved  with  both  tolerated  and  non- 
tolerated  doses  should  be  available. 

3.  Studies  of  absorption,  distribution,  metabolism,  and  excretion. 

a.  Absorption.  The  percent  and  time  course  following  oral  adminis- 
tration, as  well  as  for  all  contemplated  routes  of  administration. 

b.  Distribution.  Degree  and  nature  of  protein  binding.  If  relevant, 
the  apparent  volume  of  distribution  and  influences  of  age  or  disease  on 
both  binding  and  distribution  volume  should  be  sought. 

c.  Metabolism.  Qualitative  determination  of  the  major  biotransfor- 
mation products  in  serum,  urine,  and  feces.  An  estimate  must  be  made 
of  the  percent  of  a single  dose— of  each  dose  form  contemplated  for  use— 
that  is  metabolized. 

d.  Excretion.  The  percent  of  a single  dose  appearing  in  the  urine 
and  feces  along  a time  course  appropriate  for  the  biologic  half-life  of 
the  drug  should  be  determined  both  for  acute  and  chronic  administration. 
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C.  Studies  in  Pregnant  Women,  Infants,  and  Children 

The  following  factors  are  to  be  determined  in  each  age  group  for 
which  the  drug  will  be  approved.  The  usual  sequence  of  testing  should 
first  involve  teen-agers,  then  successively  younger  children.  Exceptions 
will  occur  when  diseases  are  peculiar  to  one  age  group.  The  neonate 
must  be  approached  with  great  care,  since  even  studies  in  young 
children  may  not  yield  a reliable  estimate  of  toxicity  for  the  neonate. 
For  studies  of  the  fetus,  infants  treated  as  an  inadvertent  recipient  by 
administration  to  the  mother  of  a drug  for  a serious  medical  problem 
may  be  the  first  studies  involving  the  fetus.  These  offspring  should  be 
examined  and  followed  before  more  widespread  introduction  of  the 
drug  is  made  into  pregnant  women.  Throughout  the  recommended 
studies  that  follow,  there  apparently  are  no  important  sex  differences 
before  puberty;  thus,  data  obtained  from  both  males  and  females  can 
be  pooled.  This  is  a reasonable  but  still  untested  postulate. 

1.  Blood  levels  found  with  the  range  of  doses  adopted  from  studies 
in  adults.  If  such  studies  have  determined  the  therapeutic  range,  the 
dose  required  in  infants  and  children  to  achieve  this  range  must  be  an 
early  priority. 

2.  Studies  of  absorption,  distribution,  metabolism,  and  excretion.  The 
goals  of  such  studies  should  include  localization  in  tissues,  rapidity  of 
excretion,  and  time  of  peak  onset. 

a.  Absorption.  The  percent  of  a single  and/or  multiple  dose  that  is 
absorbed  should  be  determined. 

b.  Distribution.  Binding  to  plasma  proteins  at  therapeutic  blood  levels 
must  be  determined.  Studies  of  displacement  of  bilirubin  from  serum 
albumin  are  critical  if  the  drug  is  to  be  used  in  neonates  or  late  in 
pregnancy.  If  such  displacement  is  found,  additional  studies  with  drugs 
which  may  be  concurrently  administered  and  the  effect  of  pH,  free  fatty 
acids,  etc.  on  the  drug  albumin-bilirubin  complex  are  mandatory. 

c.  Metabolism.  Determination  of  the  major  biotransformation  prod- 
ucts, including  a search  for  unique  or  unusual  metabolites,  may  be 
coupled  with  studies  of  blood  levels  (No.  1).  If  age-related  changes 
are  found  in  metabolism,  then  a comparative  profile  of  quantitative 
changes  occurring  with  age  becomes  necessary. 

d.  Excretion.  The  fate  of  the  drug,  expressed  either  as  percentage  of 
the  multiple  daily  dose  or  as  single  dose  with  an  appropriate  time 
scale  as  determined  from  the  decline  in  serum  levels  or  other  monitor 
of  excretion,  should  be  ascertained.  Such  studies  should  account  for  a 
major  portion  of  the  administered  dose  in  most  instances. 

3.  Bioavailability.  If  the  dose  form  to  be  used  in  children  is  signi- 
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ficantly  different  than  that  for  adults,  it  must  be  considered  as  a new 
drug,  and  specific  phase  I studies  in  adults  are  necessary.  In  any  event, 
the  dose  form  or  forms  used  for  pediatric  patients  must  be  used  for 
studies  of  absorption.  This  stipulation  will  cover  the  potential  problem 
of  toxicity  or  influences  of  the  vehicle  or  other  components  of  the 
formulation. 

4.  Because  of  the  multiple  unique  aspects  of  the  neonate,  a neonatolo- 
gist  should  be  part  of  the  team  which  evaluates  the  influence  of  a new 
agent  to  which  a fetus  or  a neonate  has  been  exposed.  Study  must  be 
made  of  possible  interferences  by  the  drug  with  metabolic  reactions 
unique  or  of  particular  importance  to  neonates,  such  as  the  handling 
of  bilirubin,  glucose  homeostasis,  acid-base  balance,  oxygen-carrying 
capacity,  development  of  pulmonary  surfactant,  etc. 

5.  A program  must  be  established  for  long-term  follow-up  of  the 
offspring  of  women  receiving  the  drug  at  any  time  during  pregnancy, 
whether  given  for  the  benefit  of  the  mother  or  for  treatment  of  intra- 
uterine disease.  Such  long-term  follow-up  may  not  necessarily  be  com- 
pleted before  conditional  approval  of  the  IND/NDA  is  granted.  Such 
studies  must  carefully  evaluate  both  possible  intra-uterine  death  and 
malformations.  Since  many  malformations  are  not  detected  at  birth,  a 
program  of  follow-up  should  insure  evaluation  at  least  at  1 year  of  age. 
Malformations  should  include  functional  as  well  as  anatomic  abnor- 
malities. Even  longer  follow-up  is  desirable,  particularly  for  drugs  which 
might  be  anticipated  to  have  an  adverse  effect  on  neurologic  develop- 
ment. However,  the  difficulties  of  such  long-term  studies  are  recognized 
and  some  compromise  must  be  made.  Similar,  but  perhaps  less  intensive 
and  extensive,  follow-up  is  needed  for  children  receiving  the  new  drug 
during  postnatal  and  later  developmental  stages. 

6.  For  drugs  which  may  be  used  chronically,  the  effects  on  weight 
gain,  statural  growth,  and  sexual  maturation  must  be  assessed.  The 
effects  of  chronic  administration  on  behavior  and  learning  are  important 
areas,  yet  ones  in  which  no  exact  requirements  for  studies  can  be 
delineated.  The  determination  of  effects  on  behavior  and  learning  may 
be  part  of  the  evaluation  of  efficacy  of  psychoactive  compounds;  thus, 
indirectly,  some  data  on  safety  will  be  obtained.  However,  in  addition 
to  specific  beneficial  effects  which  will  be  observed,  other  areas  de- 
manding consideration  are: 

a.  classroom  attentiveness  and  performance, 

b.  grades,  comments  of  teachers,  etc., 

c.  unusual  or  bizarre  behavior, 

d.  somnolence,  depression,  withdrawal, 

e.  reports  of  trained  observers,  parents,  teachers, 

f.  formal  testing  procedures. 
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In  general,  the  longer  the  drug  is  to  be  administered  the  more  impor- 
tant long-term  follow-up  becomes. 

7.  Studies  of  hematologic,  hepatic,  and  renal  damage  from  acute  and 
chronic  administration  are  needed  because  these  organs  are  most  readily 
affected  by  drugs,  even  if  no  toxicity  has  been  demonstrated  in  adults. 
Such  studies  must  be  done  with  acute  and  chronic  dosing. 

8.  Depending  on  the  drug,  specialized  studies  such  as  ECG,  EEG, 
hearing,  vision,  etc.  may  be  required.  Certain  clues  can  be  taken  from 
studies  in  adults  and  from  the  pharmacologic  and  chemical  nature  of 
the  drug  in  determining  the  number  and  extent  of  such  studies. 

9.  Before  investigations  are  begun,  provision  must  be  made  available 
for  management  and  treatment  of  accidental  or  intentional  overdosage 
and  for  severe  toxic  reactions  to  the  drug. 

10.  Data  must  be  obtained  on  the  influence  of  the  drug  on  fetal 
growth  and  differentiation  for  drugs  which  will  be  approved  for  pregnant 
women.  Apgar  scores,  performance  in  the  nursery,  etc.  are  necessary 
parts  of  such  studies.  When  appropriate,  studies  of  addiction  of  the 
neonate  and  presence  of  withdrawal  signs  or  symptoms  must  be  per- 
formed or  be  in  progress. 

11.  Concentrations  of  the  drug  and/or  its  metabolites  in  breast  milk 
and  effects  on  the  nursing  infant  must  be  determined  for  drugs  likely 
to  be  used  in  lactating  women. 

12.  For  drugs  that  are  chronically  administered  or  when  animal  studies 
suggest  effects  on  growth  or  skeletal  maturation,  serial  bone  age  films 
with  selected  patients  must  be  obtained. 

All  recommendations  made  throughout  these  guidelines— and  parti- 
cularly in  this  summary  section— must  be  viewed  from  the  standpoint  of 
flexibility,  and  appropriate  modifications  should  be  made  for  the  indi- 
vidual drug,  its  indications  for  use,  and  the  age  of  the  patient  for  which 
it  is  intended. 

IV.  SUMMARY  AND  RECOMMENDATIONS 

This  report  has  been  designed  to  outline  the  physiologic  differences 
in  varying  age  groups  and  discuss  how  these  might  alter  pharmacologic 
responses.  It  also  highlights  many  of  the  areas  in  which  current  knowl- 
edge does  not  allow  accurate  predictions  of  pharmacokinetic  alterations. 

The  serious  lack  of  data  in  infants  and  children  demands  establish- 
ment of  capabilities  for  research  and  training  of  pediatric  clinical 
pharmacologists.  Animal  studies,  as  they  are  currently  carried  out,  have 
been  grossly  inadequate.  Studies,  in  appropriate  species,  which  are 
designed  after  the  metabolic  pattern  of  a drug  has  been  elucidated  in 
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phase  I of  human  experimentation,  can  include  appropriate  blood  level, 
toxicity,  and  metabolic  data  and  prove  much  more  useful. 

Ethical  considerations  in  testing  new  pharmacologic  agents  in  preg- 
nant women  and  children  present  a unique  problem.  Immaturity  and 
growth  and  development  serve  to  increase  the  risk  potential,  thereby 
demanding  more  substantial  evidence  of  benefit. 

The  Committee  on  Drugs  recommends  a novel  approach  which  may 
serve  to  eliminate  the  current  problem  of  the  “therapeutic  orphan.”  The 
Committee  recommends  that  all  drugs  be  adequately  studied  in  infants 
and  children  prior  to  marketing  approval.  Drugs  which  are  not  studied 
in  children  for  reasons  such  as  lack  of  need  or  redundancy  must  bear  a 
disclaimer  which  would  adequately  prohibit  their  use  in  the  pediatric 
age  group. 

Senator  Kennedy.  Dr.  Dreifus? 

Dr.  Dreifus.  Senator  Kennedy  and  Senator  Schweiker,  I am 
Leonard  Dreifus,  professor  of  medicine  at  the  Thomas  Jefferson 
University  School  of  Medicine  in  Philadelphia,  and  today  I am 
representing  the  American  College  of  Cardiology  with  a member- 
ship of  10,000  cardiovascular  specialists  and  an  equal  number  in 
the  American  Heart  Association;  I am  past  president  of  the  AHA 
southeastern  chapter  in  Philadelphia.  I also  represent  110,000  of 
the  lay  group  of  consumer  advocates  for  the  AHA  who  have  the 
interest  of  the  cardiovascular  patient. 

We  believe  that  most  of  the  essential  components  of  last  year’s 
bill  have  been  successfully  incorporated  into  S.  1075  and  we  would, 
therefore,  offer  our  support  for  this  measure.  I would  like  to  make 
some  pertinent  comments  concerning  several  provisions. 

The  first  is  patient  information  labeling.  We  believe  that  the 
patient  information  labeling  can  be  of  considerable  help  to  the  care 
of  the  patient.  The  patient  and  the  doctor  form  a very  unique 
group  in  using  this  information  for  educational  purposes  and  to 
better  their  health  care. 

However,  to  be  effective,  patient  information  labeling  must  be 
written  with  precision,  objectivity  and  with  intent  of  supplement- 
ing the  information  and  instructions  for  use  provided  by  the  physi- 
cian himself. 

We  would  like  to  see  a pilot  study  done  with  a few  drugs  to 
assess  the  impact  of  this  on  the  patient  care,  to  assess  the  impact 
of  this  in  cost  effectiveness  because  ultimately  the  patient  or  the 
third  party  payer,  including  the  government  and  medicare  and 
medicaid,  et  cetera,  must  assume  the  cost  of  this  type  of  patient 
insert  labeling. 

We  are  considerably  concerned  about  the  PPI’s  coverage  of  ad- 
verse reactions,  i.e.  whether  they  are  frequent  or  infrequent.  In  no 
way  would  we  like  to  see  a PDR  type  of  patient  insert  be  applied 
for  a drug  use.  We  feel  this  would  be  very  detrimental  to  the 
patient’s  use.  Therefore,  several  advisory  panels  may  be  necessary 
to  evaluate  the  type  of  information  put  in  patient  drug  inserts  so 
that  a reasonable  and  effective  type  of  information  labeling  will  be 
given  to  the  patient  threatened. 
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We  are  somewhat  frightened  that  patients  may  not  take  drugs 
because  of  fear  of  this  type  of  patient  labeling  only  to  their  detri- 
ment. It  could  be  a considerable  problem.  I think  only  frequent 
versus  infrequent  types  of  adverse  reactions  should  be  put  into 
patient  labeling  literature. 

Prior  drafts  of  the  Drug  Regulation  Reform  Act  have  authorized 
the  Secretary,  in  effect,  to  override  the  physician’s  decision  to 
withhold  the  patient  information  labeling  if  he  determines  that 
such  labeling  is  necessary  to  insure  the  opportunity  for  an  in- 
formed decision  by  the  patient  regarding  whether  to  use  a drug 
product.  This  caveat  has  been  deleted  in  S.  1075  and  we  heartily 
endorse  your  decision  to  prevent  this  intrusion  upon  the  physi- 
cian’s professional  judgment.  We  will  support  that  entirely. 

We  have  several  comments  concerning  breakthrough  drugs.  We 
are  entirely  in  support  of  the  provisions  of  section  127  which  is 
designed  to  permit  the  provisional  approval  and  general  marketing 
of  so-called  breakthrough  prescription  drugs  for  the  effectiveness 
data  are  significant  but  not  substantial. 

In  this  regard,  we  understand  that  the  only  meaningful  differ- 
ence between  approval  of  breakthrough  drugs  and  the  rigorous 
NDA  approval  process  is  that  the  drug  may  be  shown  to  be  effec- 
tive by  valid  and  meaningful  scientific  investigation  rather  than  by 
adequate  and  well  controlled  investigations. 

The  American  Heart  Association  and  the  American  College  of 
Cardiology  support  these  provisions. 

We  have  several  comments  concerning  the  drug  treatment  ex- 
emption provisions.  The  American  College  of  Cardiology  and  the 
American  Heart  Association  feel  that  this  is  an  absolute  manda- 
tory essential  part  of  the  drug  regulation  act. 

As  you  know,  the  FDA  currently  implements  a policy  known  as 
the  compassionate  IND.  However,  this  policy  is  not  committed  to 
written  form.  As  you  may  know  or  not  know,  there  is  a rather 
large  subrosa  influx  of  drugs  into  this  country  particularly  in  the 
cardiovascular  diseases  for  use  in  patients  which  are  not  approved, 
and  there  is  no  codified  way  that  a compassionate  IND  can  be 
obtained  in  any  meaninful  expeditious  way. 

Recently,  I attempted  to  get  one  of  these  IND’s.  It  took  almost  3 
days  to  obtain  this  approval  for  a drug  which  was  for  life-threaten- 
ing cardiac  arrythmia  in  one  of  my  patients.  This  touches  upon  a 
very  important  area  in  this  country  and  that  is  sudden  death. 
Many  of  these  patients  suffer  from  coronary  heart  disease.  Drugs 
that  are  used  throughout  the  world  are  not  available  in  the  United 
States.  We  call  them  nausea  drugs,  not  available  in  the  United 
States;  they  are  entering  this  country  without  any  codified  mecha- 
nism for  their  use  or  control. 

However,  we  would  enjoy  and  we  would  recommend  that  a very 
precise  mechanism  be  developed  for  the  use  of  these  drugs. 

Under  conditional  new  drug  approval,  section  128,  which  would 
give  the  Secretary  the  needed  flexibility  in  approving  new  drug 
applications  to  consider  whether  a condition  to  approval  special 
requirements  should  be  imposed,  we  highly  support  this. 

We  support  your  concepts  of  definition  of  safety  and  effective- 
ness. We  also  support  the  postmarketing  surveillance  concept  of 
this  drug  act.  We  also  support  the  National  Center  for  Drug  Sci- 
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ence.  We  feel  this  is  an  extremely  important  center  and  we  would 
like  to  see  this  adopted. 

As  we  noted  in  our  testimony,  the  American  Heart  Association 
and  the  American  College  of  Cardiology  enthusiastically  supported 
the  concept  of  this  national  center.  We  believe  that  the  center 
should  be  established  independent  of  FDA  and  might  be  created  as 
part  of  the  National  Institutes  of  Health.  However,  we  believe  that 
this  support  should  not  dilute  in  any  way  the  budgetary  allocations 
afforded  to  NIH.  However,  in  view  of  the  budgetary  constraints  on 
Congress,  we  would  endorse  the  establishment  of  a National  Advi- 
sory Board  on  Clinical  Pharmacology  and  Pharmacy.  We  feel  this 
would  be  most  necessary. 

Mr.  Chairman,  you  and  your  committee  are  embarking  upon  a 
legislative  endeavor  which  will  impact  upon  the  course  of  drug 
development  for  the  rest  of  this  century.  We  believe  that  the 
creation  of  this  national  advisory  board  is  one  of  the  most  impor- 
tant new  benefits  that  might  arise  from  a comprehensive  revision 
of  the  drug  regulatory  process.  It  would  not  overlap  the  current 
responsibilities  of  FDA  advisory  committees.  It  would  not  have  the 
adjudicative  or  supervisory  function  of  the  FDA  Commissioner.  It 
would  not  be  authorized  to  fund  research  and  training  activities. 
Instead,  it  could  consider  at  a minimal  cost  to  the  American  tax- 
payer a multitude  of  problems  that  relate  to  the  development, 
distribution,  and  use  of  drugs  that  cannot  help  but  arise  in  the 
midst  of  such  major  change  in  the  drug  regulation  process.  The 
American  Heart  Association  and  the  American  College  of  Cardiolo- 
gy reiterate  that  this  National  Advisory  Board  on  Clinical  Pharma- 
cology and  Clinical  Pharmacy  should  remain  in  this  legislation  as 
one  of  its  most  integral  and  essential  components. 

Senator  Schweiker,  I had  just  a brief  time  to  review  S.  1138,  and 
in  essence,  you  will  have  to  take  my  personal  opinion  because  I 
have  not  given  this  to  my  committees  of  either  the  American  Heart 
Association  or  the  American  College  of  Cardiology.  In  short,  it 
really  provides  for  an  improvement  in  the  way  drugs  will  be 
brought  to  fruition  in  this  country,  that  effective  and  meaningful 
drugs  will  be  brought  to  the  American  public  and  throughout  the 
world.  From  what  I have  heard  here  this  morning,  I would  support 
entirely  your  concepts,  and  I do  not  think  that  these  two  pieces  of 
legislation  are  in  any  way  in  conflict  but  they  do  complement  each 
other  and  possibly  they  could  be  added  one  upon  the  other. 

Thank  you,  Senator  Kennedy.  Thank  you,  Senator  Schweiker. 

Senator  Kennedy.  It  is  all  peace  and  harmony  today  in  the 
Health  Subcommittee. 

Let  me  ask  you,  Dr.  Freeman.  You  mention  that  all  drugs  of 
potential  usefulness  in  children  should  be  evaluated  in  children 
which  certainly,  as  a general  principle,  seems  to  make  a good  deal 
of  sense.  But  in  practice,  to  what  extent  can  drugs  be  evaluated  in 
children?  I mean,  how  many  children,  how  long  a time,  and  who 
should  make  the  decision? 

Dr.  Freeman.  I think  it  would  depend  on  whether  this  is  a novel 
drug  or  a me-too  type  of  drug,  that  it  should  be  evaluated  in  a 
couple  different  age  groups.  The  infants  particularly  have  very 
different  metabolism  and  distribution.  When  the  drug  is  going  to 
be  used  in  the  newborn,  this  is  particularly  critical. 
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Drugs  that  would  be  used  primarily  at  adolescence  might  be 
evaluated  just  in  that  group.  Drugs  across  the  age  spectrum  prob- 
ably should  be  evaluated  in  several  different  age  groups — antibiot- 
ics, anticonvulsants,  this  type  of  thing. 

I think  the  numbers  of  children  would  depend  on  what  has 
already  been  done  in  adults,  the  potency  of  the  drug,  and  how  it  is 
being  used.  But  at  least  some  evaluation  is  necessary  to  be  certain 
that  the  distribution  and  the  metabolism  is  not  radically  different. 

I think  we  are  not  here  looking  for  efficacy,  because  efficacy  will 
have  already  been  established  in  adults.  We  are  checking  for 
safety.  I think  also  there  has  to  be  some  surveillance  because  we  do 
know  of  some  instances  where  a drug  given  in  the  newborn  may 
show  up  as  producing  cancer  in  the  teenager.  These  kinds  of  sur- 
veillances are  important. 

Senator  Kennedy.  Do  you  see  some  ethical  problems  in  terms  of 
the  testing  of  drugs  in  children? 

Dr.  Freeman.  Yes,  there  are,  and  we  have  addressed  these  in 
great  depth  in  these  guidelines  that  we  prepared  for  the  FDA. 
There  have  to  be  special  protections  for  specific  groups  of  children, 
the  retarded,  children  under  7,  for  example,  I think  they  still  ought 
to  have  the  right  to  say  no.  I think  there  are  ethical  problems  in 
how  drugs  are  tested,  but  I think  it  is  unethical  not  to  test  drugs  in 
children  and  to  allow  the  pediatrician  to  flounder  as  he  is  trying  to 
find  the  appropriate  dose  for  the  child. 

Senator  Kennedy.  How  do  you  deal  with  the  problem  where  a 
drug  may  be  safe  for  adults  but  perhaps  unsafe  for  children  with- 
out interfering  with  the  practice  of  medicine? 

Dr.  Freeman.  I think  we  have  to  first  know  that  fact,  but  I think 
you  can  put  in  the  drug  labeling:  “This  drug  is  not  for  use  in 
children.” 

And  what  we  have  indicated  in  our  testimony  is  that  for  drugs 
that  are  not  going  to  be  tested  in  children,  they  should  not  be  used 
in  children. 

Senator  Kennedy.  And  how  are  you  going  to  make  sure  of  that? 
How  are  you  even  going  to  know  about  that?  How  much  of  a 
problem  is  it,  do  you  think? 

Dr.  Freeman.  I do  not  think  that  that  is  a major  problem.  I 
think  there  are  very  few  drugs  that  are  clearly  contraindicated  in 
children  which  any  physician  would  use.  He  would  be  bound  up  in 
all  types  of  malpractice  problems.  I do  not  think  that  would  be  a 
problem,  sir. 

Senator  Kennedy.  Senator  Schweiker? 

Senator  Schweiker.  Thank  you. 

Dr.  Dreifus,  I am  very  glad  to  welcome  you  here  as  a fellow 
Pennsylvanian  and  in  view  of  your  very  active  leadership,  in  the 
Heart  Association  as  well  as  in  your  profession  as  a cardiologist, 
and  also  obviously,  at  Thomas  Jefferson. 

I would  like  to  explore  a little  bit  with  you  the  situation  that  you 
described  with  respect  to  the  use  of  breakthrough  drugs  or  drugs 
under  compassionate  IND’s.  I am  not  quite  sure  which  category  fits 
what  you  are  talking  about  on  page  9 of  your  testimony,  where  you 
make  the  point  that  some  antiarrythmic  agents  available  right  now 
in  foreign  countries  have  not  been  approved  as  effective  here,  but 
should  be  available  for  use  in  some  circumstances. 
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In  a nutshell,  do  you  have  any  insight  as  to  why  this  is  the 
situation  right  now,  and  how  it  might  be  alleviated? 

Dr.  Dreifus.  Well,  as  I mentioned  in  my  testimony,  these  antiar- 
rythmic  drugs  are  essential  in  preventing  sudden  death,  particular- 
ly those  patients  affected  with  coronary  heart  disease,  heart  at- 
tacks, et  cetera.  The  problem  is  that  the  available  drugs  in  this 
country  all  have  side  effects.  It  is  not  unreasonable  that  the  drugs 
used  in  other  countries  throughout  the  world,  except  in  the  United 
States  do  have  a considerable  amount  of  side  effects  as  well,  and 
some  of  these  can  be  damaging  such  as  cataracts,  and  this  brings 
up  the  medical-legal  problems  that  would  incur  from  the  use  of 
such  drugs. 

The  FDA  has  been  extremely  conservative  in  the  approval  of 
these  drugs,  and  you  can  understand  the  problems  why.  However, 
these  drugs,  in  terms  of  their  effectiveness  and  lifesaving  ability 
become  almost  mandatory.  We  must  acquire  them  very  shortly.  As 
I mentioned  again,  the  influx  of  these  drugs  into  this  country  is 
quite  considerable  at  this  time,  and  we  as  cardiologists  are  terribly 
frustrated  in  not  being  able  to  use  these  drugs  when  necessary. 

Many  times  they  are  needed  on  an  emergency  basis,  and  I had 
that  last  week  with  a young  28-year-old  girl.  It  took  3 days  until  I 
could  get  an  emergency  IND  number  for  the  use  of  that  drug.  So 
you  can  see  the  frustration  and  the  great  difficulties  we  are  having 
in  getting  these  agents  into  this  country  for  even  an  emergency  or 
compassionate  type  of  IND. 

This  must  be  codified  in  this  legislation.  It  must  be  clearly  delin- 
eated and  it  must  be  made  easily  available  to  our  physicians.  I feel 
that  our  patients  are  being  denied  a great  deal,  and  this  may  touch 
upon  how  we  are  going  to  cut  the  wasteage  in  life,  particularly  in 
coronary  heart  disease,  because  it  relates  to  these  drugs  which 
dilate  the  coronary  arteries  as  well. 

Now,  these  drugs  are  used  in  every  country  throughout  the  world 
but  the  United  States,  and  even  on  our  panels  at  our  scientific 
meetings,  the  name  of  the  panel  is  Use  of  Anti-Arrythmic  Drugs 
Not  Available  in  the  United  States.  Now,  that  is  a disastrous 
situation. 

Senator  Schweiker.  Is  this  because  of  the — well,  let  me  ask  the 
fundamental  question.  Why  have  some  of  the  other  countries  ap- 
proved it,  while  we  have  not? 

Dr.  Dreifus.  Well,  the  regulatory  agencies  in  other  countries  do 
not  require,  in  most  instances,  such  detailed  amount  of  informa- 
tion. Second,  even  though  the  FDA  would  enhance  our  ability  to 
have  these  drugs  approved,  it  becomes  very  difficult  in  this  country 
to  get  the  kind  of  data  that  has  been  generated  overseas.  Patients 
will  not  sign  consent  forms  when  there  could  possibly  be  alterna- 
tive methods  of  treatment,  even  though  it  may  be  inferior. 

So  it  is  difficult  to  finish  the  FDA  protocols  because  of  this 
signed  consent  form  that  they  must  sign  for  life-threatening  drugs. 

Senator  Schweiker.  You  described  the  case  of  this  28-year-old 
girl,  when  it  took  you  3 days  to  get  an  IND  number.  In  essence, 
what  was  it  that  the  drug  available  in  foreign  countries  did  that 
available  domestic  drugs  could  not  do? 

Dr.  Dreifus.  Well,  the  potency  of  these  drugs  is  much  higher. 
Along  with  potency  comes  increased  side  effects,  unfortunately. 
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But  when  it  is  a life-and-death  matter  such  as  irregular  heart 
rythm  that  are  really  only  temporary  and  then  disappear,  just  to 
carry  them  over  that  period  these  drugs  are  really  mandatory  for 
us. 

Senator  Schweiker.  Three  days  is  pretty  long  for  an  arrythmic 
problem,  is  it  not?  I mean,  it  is  fortunate  the  person  did  not  die,  is 
it  not? 

Dr.  Dreifus.  It  is.  Not  only  that,  the  families  have  to  procure 
these  drugs  by  one  means  or  another.  They  have  to  be  given  the 
name  of  a physician  in  Canada  or  England  or  South  America.  The 
drug  has  to  be  mailed  over  or  sent  over  by  special  courier.  Families 
do  go  overseas  to  get  these  drugs  themselves  at  times  when  it  is 
necessary. 

Senator  Schweiker.  Now,  I am  not  quite  clear  on  what  your 
suggested  remedy  is.  Should  this  be  dealt  with  by  further  refining 
the  breakthrough  provisions  of  the  bill,  or  is  it  a matter  of  improv- 
ing and  codifying  compassionate  IND  procedures  in  some  way? 
Which  are  you  suggesting? 

Dr.  Dreifus.  I think  it  should  be  codified  in  the  compassionate 
IND  now  with  an  official  policy  which  I do  not  think  exists,  and 
second,  in  the  breakthrough  provision,  this  should  be  addressed 
very  clearly  that  we  are  not  looking  for  scientific  information.  We 
are  looking  for  efficacy  for  that  particular  situation,  and  when  the 
scientific  efficacy  occurs  or  we  do  have  that  in  this  country,  then, 
of  course,  the  drug  can  be  introduced. 

The  other  thing  about  the  amount  of  data  that  is  generated 
overseas  is  frequently  not  accepted  by  our  FDA  in  this  country, 
even  though  it  comes  from  very  important  centers,  and  the  drug 
information  must  be  redone,  and  the  data  must  be  recomposed  in 
order  for  us  to  move  the  IND  along. 

Senator  Schweiker.  Now,  your  suggestion  would  make  it  clear 
that  this  would  be  on  an  emergency-basis  only? 

Dr.  Dreifus.  Emergency-basis  only. 

Senator  Schweiker.  Now,  I am  sure  some  of  the  critics  would 
argue  right  away  we  are  opening  up  a loophole.  Do  you  think  there 
is  enough  knowledge  so  that  we  can  make  a clear  distinction  in  law 
or  regulation  as  to  what  really  constitutes  an  emergency,  as  op- 
posed to  a backdoor  way  of  getting  some  unapproved  drug  in? 

Dr.  Dreifus.  I really  do.  These  drugs  are  used  by  most  of  the 
clinicians,  specialists  in  this  country  that  have  tremendous  control 
over  this,  and  I do  not  think  in  any  way  this  would  open  a back- 
door use  of  these  drugs. 

Senator  Schweiker.  Do  any  illustrations  other  than  the  anti- 
arrythmic  drugs,  come  to  mind  immediately,  or  is  this  the  primary 
problem  area  where  we  have  a gap? 

Dr.  Dreifus.  No.  There  is  a group  of  drugs  used  in  angina 
pectoris,  coronary  insufficiency.  And  these  are  drugs  which  block 
the  calcium  channels,  and  these  drugs  are  used  throughout  the 
world,  and  there  are  a number  of  these  slow  channel  inhibitors, 
and  this  could  make  our  patients  a lot  more  comfortable.  I am  sure 
patients  are  being  sent  to  coronary  bypass  surgery  because  we  have 
run  out  of  our  ability  to  use  the  presently  available  drugs  and  we 
have  no  other  resort  except  to  recommend  surgery  for  these  pa- 
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tients.  Other  countries  have  these  other  drugs  which  are  used  for 
angina  so  there  are  options  available. 

Senator  Schweiker.  And  there  is  a lot  of  critical  analysis  going 
on  about  whether  bypass  surgery  is  really  always  necessary,  too,  I 
gather? 

Dr.  Dreifus.  That  is  right,  but  we  would  like  the  option  for  more 
drugs. 

Dr.  Freeman.  Senator  Schweiker,  we  have  also  had  a very  good 
example  of  this  with  the  anticonvulsants  and  with  the  big  battle 
we  had  over  sodium  valproote  last  year,  a drug  which  the  FDA  did 
not  question  the  safety,  they  questioned  the  efficacy  in  controlling 
difficult  seizures.  In  this  country,  the  physicians  had  good  docu- 
mentation of  efficacy  from  the  foreign  studies  and  yet  it  was  a 
major  battle  over  9 months  before  we  could  help  children  who  were 
seizing  constantly. 

Senator  Schweiker.  Well,  could  we  put  this  through  an  emergen- 
cy procedure  system?  Would  the  case  you  are  describing  fit  Dr. 
Dreifus’  model  and  qualify  for  that  kind  of  emergency  availability? 

Dr.  Freeman.  Yes. 

Dr.  Dreifus.  It  also  inhibits  the  investigation  in  this  country.  We 
probably  have  the  most  astute  investigators  in  the  world.  We  do 
not  have  these  drugs  available  to  us  to  even  investigate  to  get  long 
term  experience  on  it  that  would  benefit  everybody,  United  States 
and  overseas. 

Senator  Schweiker.  That  is  all  the  questions  I have. 

Thank  you,  Mr.  Chairman. 

Senator  Kennedy.  Dr.  Dreifus,  just  on  the  emergency  situations, 
are  you  satisfied  with  the  provisions  of  the  legislation  dealing  with 
these  situations?  I think  all  of  us  would  want  to  provide  responsive- 
ness by  the  agency  in  those  emergency  situations,  and  that  is  the 
intent,  certainly,  of  that  section. 

Do  you  have  any  additional  comments  on  that  section? 

Dr.  Dreifus.  No,  except  that  I do  not  think  it  is  codified  in  here 
precisely.  It  is  mentioned,  and  I think  that  it  is  mentioned  in  a lot 
simplier  form  than  in  the  last  bill,  and  I would  like  to  see  a very 
specific  way  to  do  this  that  would  be  available  to  the  clinical 
investigators,  that  they  would  not  have  to  ferret  their  way  through 
the  FDA  to  find  out  how  to  do  it. 

Senator  Kennedy.  Well,  that  is  certainly  the  intention  with 
regard  to  the  emergency  cases,  and  if  you  had  some  other  specific 
ideas  or  suggestions,  we  would  certainly  welcome  them. 

Dr.  Dreifus.  We  will  submit  them,  yes,  Senator. 

Senator  Kennedy.  On  the  emergency  provisions. 

Dr.  Dreifus.  Yes. 

Senator  Kennedy.  Certainly  we  would  want  that. 

Dr.  Dreifus.  We  will  submit  them  in  writing. 

Senator  Kennedy.  Okay.  Thank  you  very  much. 

[The  prepared  statement  of  Dr.  Dreifus  follows:] 
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INTRODUCTION 

Senator  Kennedy  and  Members  of  the  Subcommittee: 

My  name  is  Dr.  Leonard  Dreifus,'  I am  Professor  of  Physiology  , 
and  Medicine  at  the  Thomas  Jefferson  Medical  University  in 
Philadelphia.  I am  the  Immediate  Past-President  of  the  American 
College  of  Cardiology  and  the  Past- President  of  the  Southeastern 
Pennsylvania  Chapter  of  the  American  Heart  Association.  It  is 
on  behalf  of  both  the  American  College  of  Cardiology  and  the 
American  Heart  Association  that  I present  the  following  remarks 
concerning  S.  1075,  "The  Drug  Regulation  Reform  Act  of  1979" 
and  S.  1045,  introduced  by  the  Administration.  This  statement 
was  prepared  by  the  AHA/ACC  Joint  Advisory  Committee  on  Cardiovas- 
cular Drugs  and  approved  by  the  leadership  of  both  the  Association 
and  the  College. 

Both  of  these  organizations  represent  thousands  of  physicians, 
health  professionals,  scientists,  and  educators  who  specialize 
in  diseases  of  the  heart  and  circulatory  system  and  related  dis- 
orders. In  addition,  the  American  Heart  Association  represents 
over  110,000  volunteers  in  55  affiliates  who  are  consumer  advocates 
for  the  cardiovascular  patient. 

In  major  part,  the  interests  and  perspectives  of  these  two 
organizations  are  those  of  scientists  and  practitioners  who  study 
and  analyze  cardiovascular  drugs  and  devices  and  who  treat  patients 
with  cardiovascular  disease  on  a day-to-day  basis.  It  is  part 
of  the  mandate  of  the  AHA/ACC  Joint  Committee  to  comment  upon 
legislative  issues  regarding  cardiovascular  drugs  with  the  intent 
of  stimulating  the  development  and  availability  of  safe  and  effective 
drugs  and  devices  for  treatment  of  cardiovascular  problems. 
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The  American  Heart  Association  and  the  American  College  of 
Cardiology  submitted  a statement  for  the  record  regarding  the  Drug 
Regulation  Reform  Act  almost  a year  ago.  At  that  time,  we 
emphasized  our  general  support  for  the  legislation  as  a logical  and 
important  extension  of  the  1938  and  1962  Amendments  to  the  Federal 
Food,  Drug,  and  Cosmetic  Act.  We  are  examining  today  a legisla- 
tive measure  which  is  about  one-third  the  size  of  last  year's  pro- 
posal. While  the  monograph  system  and  other  alternatives  in  the 
new  drug  approval  process  included  in  the  1978  legislation  and  in 
the  Administration's  proposal  embody  the  potential  to  streamline 
the  availability  of  safe  and  effective  drugs  to  the  American 
public,  we  appreciate  the  fact  that  the  effort  to  enact  such  a 
massive  overhaul  of  the  drug  regulatory  system  could  well  result 
in  the  enactment  of  no  substantive  drug  legislation  at  all.  We 
believe  that  most  of  the  essential  components  of  last  year's  bill 
have  been  successfully  incorporated  into  S.  1075  and  we,  therefore, 
offer  our  support  for  this  measure. 

We  would  appreciate  the  opportunity  of  submitting  our  detailed 
views  on  several  specific  provisions  of  the  legislation. 

PATIENT  INFORMATION  LABELING 

The  American  Heart  Association  and  the  American  College  of 
Cardiology  support  section  117 (pages  8-11)  of  the  bill  which  relates 
to  the  distribution  of  patient  package  inserts  (PPIs)  to  patients 
when  prescription  drugs  are  prescribed.  Representing  the  per- 
spectives of  the  medical  professional  who  treats  the  patient  with 
cardiovascular  disease  and  the  American  consumer  who  is  the 
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beneficiary  of  this  treatment,  we  view  the  availability  of  a 

PPi  as  an  excellent  vehicle  for  making  the  patient  more  a 

partner  with  the  physician  in  complying  with  his  own  treatment 

regimen.  The  patient  has  a right  to  information  which  will  make 

his  consent  to  take  the  drug  truly  informed,  i.e.  what  a drug 

is,  why  it  is  being  given,  and  what  the 'risks  and-benef  its  of  its  use 

may  be.  The  extent  of  drug  use  in  this  country  further  argues 

for  measures  such  as  this  to  protect  the  public  health  and  safety 

in  the  use  of  drugs.  Most  importantly,  an  appropriately  worded 

PPI  could  alleviate  some  problems  that  we  physicians  have  regarding 

the  patient's  compliance  with  the  treatment  regimen. 

However,  to  be  effective,  patient  information  labeling  must 
be  written  with  precision,  objectivity,  and  with  the  intent  of 
supplementing  the  information  and  instructions  for  use  provided 
by  the  physician  himself.  Formulation  of  the  PPI  ideally  should 
be  a collaborative  effort  of  the  medical  community,  the  pharma- 
ceutical industry,  consumer  groups  and  communications  experts,  in 
consultation  with  the  FDA.  The  art  and  the  science  of  formulating 
this  information  is  still  in  the  infant  stages,  however. 

S.  1075  would  require  the  pharmaceutical  manufacturer  to 
prepare  the  information  labeling,  not  the  FDA.  It  appears  that  the 
agency  would  review  the  manufacturer's  proposed  PPI  as  part  of  the 
new  drug  approval  process  in  the  case  of  new  drugs.  For  drugs 
already  being  marketed,  thje  PPI  would  be  reviewed  from  the  stand- 
point of  whether  there  is  sufficient  and  accurate  information 
included  so  that  the  drug  is  not  "misbranded"  under  Section  502  of 
the  Federal  Food,  Drug,  and  Cosmetic  Act.  We  believe  that  some 
advisory  body,  perhaps  the  National  Center  for  Drug»  Science  or  the 
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National  Advisory  Board  on  Clinical  Pharmacology,  should  be 
charged  with  aiding  in  resolution  of  disputes  that  might  arise 
among  the  agency,  the  manufacturer  and  the  medical  community 
regarding  the  appropriate  contents  of  the  labeling. 

The  Association  and  the  College  further  believe  that  the 
National  Center  or  the  National  Advisory  Board  should  conduct 
a pilot  study  on  patient  information  labeling  prior  to  the  time 
that  this  section  of  the  bill  is  implemented  on  a major  scale. 

This  study,  conducted  in  consultation  with  the  current  FDA  Advisory 
Committees,  the  medical  community,  and  the  public,  should  be 
designed  to  develop  a mechanism  for  assessing  the  impact  of  patient 
information  labeling  on  patient  care,  and  correspondingly, 
ascertain  how  a PPI  should  be  drafted  and  for  what  types  of  drugs 
it  should  be  required. 

Under  such  a pilot  study,  patient  information  labeling  could 
be  formulated  and  distributed  for  a few  selected  drugs  which  would 
be  chosen  according  to  specific  criteria  such  as  proven  safety  in 
large  clinical  experience  and  wide  usage  for  a common  disease.  For 
example,  a category  of  drugs  which  meet  both  these  criteria  are 
the  thiazide  diuretics,  drugs  which  are  relatevely  safe  with  side- 
effects  . which  are'  generallynot  life-threatening.  These  drugs  have 
been  used  for  many  years  and  are  prescribed  for  many  diseases  such 
as  hypertension,  heart  failure,  and  edema  of  non-cardiac  origin. 
Such  a study  should  also  assess  the  cost  of  preparing  these  PPIs. 

It  is  our  concern  that  these  costs  will  ultimately  be  borne  by 
the  patient  (through  out-of-pocket  expenses  or  higher  insurance 
premiums)  or  by  the  Federal  Government  (through  the  Medicare  and 
Medicaid  programs) . 
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For  the  most  part,  the  contents  for  PPI  labeling  listed  in 
the  bill  are  reasonable.  However,  for  patient  labeling  information 
to  be  truly  informational  and  effective,  it  must  be  brief, 
comprehensible,  and  non-threatening  to  the  patient.  This  clearly 
dictates  against  the  distribution  of  a PDR-type  insert  to  the 
patient.  May  I examine  for  a moment  a drug  called  hydrochloro- 
thiazide which  is  indicated  for  adjunctive  therapy  in  congestive 
heart  failure  and  cirrhosis  and  as  therapy  with  other  drugs  in 
the  treatment  of  hypertension,  renal  dysfunction,  and  edema 
during  pregnancy.  JEn  short,  it  is  a proven  safe  and  effective 
drug  which  is  utilized  by  hundreds  of  thousands  of  Americans. 

Yet,  if  one  scans  the  description  of  this  drug  in  the  Physicians 
Desk  Reference,  one  finds  that  there  are  at  least  three  dozen 
"adverse  reactions"  relating  to  the  gastro-intestinal  system, 
the  central  nervous  system,  the  cardiovascular  system  and  other 
body  systems.  This  information  is  valuable  to  the  physician, 
although  even  to  him,  it  may  sometimes  be  confusing.  For  the 
physician,  this  information  is  valuable  only  in  light  of  his  ex- 
perience and  the  broad  knowledge  he  has  gained  from  medical  school 
and  post-graduate  education  and  from  his  reading  of  the  current 
medical  literature.  For  the  patient,  this  information  could  be 
confusing  and  incomprehensible  and  could  induce  him  to  alter  the 
prescribed  regimen. 

The  draftsman  of  the  patient  information  labeling  will  incur 
a difficult  task.  Under  S.  1075,  he  would  be  required  to  determine 
which  side-effects  and  adverse  reactions  are  "significant"  and  which 
are  "insignificant".  The  Association  and  the  College  believe  that 
a more  appropriate  standard  would  be  the  listing  of  "frequent" 
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as  opposed  to  "infrequent"  adverse  reactions  and  side  effects. 

We  also  believe  that  the  emphasis  of  the  statutory  language 
and  the  Committee's  report  language  should  be  on  PPIs  containing 
instructions  for  obtaining  treatment  of  adverse  effects,  rather 
than  on  instructions  for  actually  treating  the  adverse  effects. 

We  believe  that  the  formulation  of  a PPI  for  drugs  which  have 
infrequent,  but  medically  significant,  side  effects  is  a difficult 
question  and  is  one  which  should  be  reviewed  as  part  of  the  pilot 
study  noted  above. 

The  AHA  and  the  ACC  endorse  the  section  of  the  legislation  (page 
11)  which  requires  the  Secretary,  in  establishing  regulations 
regarding  patient  information  labeling,  to  consult  with  represen- 
tatives of  patients,  practitioners,  and  other  health  care  providers. 
We  believe  that  such  a structure  should  be  more  formalized.  At 
the  very  least,  the  Secretary  should  implement  this  section  with 
the  advice  and  guidance  of  the  National  Center  for  Drug  Science 
and  the  National  Advisory  Board  on  Clinical  Pharmacology,  the  latter 
of  which  would  undoubtedly  represent  all  of  the  major  components 
of  the  drug  science  community. 

This  section  of  the  legislation  should  be  drafted  with  the 
concept  that  medical  information  pertaining  to  drug  therapy  is 
best  originated  with  the  physician  and  that  the  PPI  can,  in  a 
supplementary  fashion,  augment  the  patient's  knowledge  about  his 
condition  and  his  therapy.  The  bill,  on  page  10,  authorizes 
the  prescribing  physician  to  withhold  the  PPI  if  the  "practitioner 
determines  that  it  would  be  detrimental  to  the  health  of  the 
patient  to  receive  the  labeling" . Prior  drafts  of  the  Drug 
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Regulation  Reform  Act,  authorized  the  Secretary  to,  in  effect, 
override  the  physician's  decision  to  withhold  the  patient  infor- 
mation labeling  if  he  determines  that  such  labeling  is  "necessary 
to  insure  the  opportunity  fcr an  informed  decision  by  the  patient 
regarding  whether  to  use  a drug  product".  This  caveat  has  been 
deleted  in  S.  1075  and  we  endorse  your  decision  to  prevent  this 
intrusion  upon  the  physician's  professional  judgment. 

PROMOTION  OF  DRUG  PRODUCTS  AND  EDUCATIONAL  ACTIVITIES 

Section  117  (i)  of  the  legislation,  in  creating  a new  Section 
504  (i)  on  pages  19-23,  regulates  the  distribution  of  promotional 
gifts  and  free  samples  by  pharmaceutical  companies  and  the  sponsor- 
ship of  educational  activities.  We  believe  that  the  enactment  of 
these  provisions  will  eliminate  even  the  appearance^  of  any  im- 
propriety in  the  relationship  between  the  pharmaceutical  company 
and  the  prescribing  physician.  We  particularly  support  the  ban  on 
the  transfer  of  drug  products  that  have  not  been  requested  by  the 
physician  and  the  allowance  of  distribution  of  free  samples  for 
investigational  purposes  and  to  charitable  organizations. 

BREAKTHROUGH  DRUGS 

Section  127  (on  pages  38-42)  is  designed  to  permit  the  pro- 
visional approval  and  general  marketing  of  so-called  "breakthrough" 
prescription  drugs  for  which  effectiveness  data  are  "significant" 
but  not  "substantial".  Such  drugs  could  be  approved  only  (1) 
if  they  are  intended  for  use  in  life-threatening  or  severely  de- 
bilitating or  disabling  situations,  (2)  where  no  alternative  effective 
therapy  exists  or  where  major  therapeutic  advantages  exist  in 
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relation  to  other  therapy,  (3)  where  delay  of  approval  would  impose 
great  risks  to  a particular  patient  population  and  (4)  where  the 
same  evidence  of  safety  is  presented  as  would  be  required  under 
the  new  drug  approval  process.  We  understand  that  the  only 
meaningful  difference  between  approval  of  a breakthrough  drug  and 
the  rigorous  NDA  approval  process  is  that  the  drug  may  be  shown 
to  be  effective  by  "valid  and  meaningful  scientific  investigations" 
("significant"  evidence)  rather  than,  by  "adequate  and  well- 
controlled  investigations"  ("substantial"  evidence).  The  AHA 
and  the  ACC  support  these  provisions. 

We  do  recommend  a few  amendments  to  the  breakthrough  provisions. 
This  program  should  not  allow  a drug  to  remain  in  the  pre- 
approval status  for  an  excessive  period  of  time.  It  could  be  used 
to  circumvent  the  formal  NDA  approval  process  by  providing  a 
vehicle  for  permanent  distribution.  Mr.  Chairman,  you  have  attempted 
to  deal  with  this  problem  in  this  year's  legislation  by  providing 
that  the  breakthrough  drug  application  expires  after  three  years. 

We  believe  that  a renewal  for  another  three-year  period  should  not 
be  granted  unless  the  manufacturer  demonstrates  substantial  pro- 
gress in  the  conduct  of  "adequate  and  well  controlled  investigations" 
for  the  purpose  of  eventually  obtaining  NDA  approval. 

The  AHA  and  the  ACC  further  recommend  that,  prior  to  the  pro- 
visional approval  of  a breakthrough  drug,  the  FDA  should  consult 
with  the  pertinent  FDA  advisory  Committees  and  the  National 
Advisory  Board  on  Clinical  Pharmacology  and  Clinical  Pharmacy. 
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DRUG  TREATMENT  EXEMPTION 

Last  year's  legislation  included  detailed  provisions  for  a 
drug  treatment  exemption  which  would  enable  a physician,  upon 
application  to  the  Commissioner,  to  prescribe  an  unapproved  drug 
for  a small  and  specific  group  of  patients  for  whom  "the  known 
risks  and  benefits  involved  in  using  the  drug  are,  on  balance, 
substantially  more  favorable  than  the  known  risks  and  benefits 
associated  with  alternative  methods  of  diagnosis,  cure,  mitigation, 
treatment  or  prevention".  S.  1075  includes,  on  pages  34-5,  an 
abbreviated  version  of  this  concept.  We  believe  that  this  provision 
would  adequately  insure  that  such  drugs  are  used  judiciously, 
that  the  protection  of  the  patient's  privacy  and  his  informed 
consent  would  be  guaranteed,  and  that  the  risk  that  the  patient 
would  be  subjected  to  unreasonable  risk  or  injury  will  be  minimized. 
Accordingly,  the  American  Heart  Association  and  the  American  College 
of  Cardiology  support  this  provision  as  an  important  part  of  the 
"Drug  Regulation  Reform  Act  of  197  9'.' 

As  you  know,  the  FDA  currently  implements  a policy  known  as 
the  "compassionate  IND".  However,  this  policy  is  not  even  committed 
to  written  form.  We  believe  that  it  is  appropriate  that  the 
compassionate  IND  process  be  codified  and  that,  under  the  bill, 

regulations  specifically  delineating  the  procedures  for  obtaining 

> 

a drug  treatment  exemption  should  be  established  by  the  Commissioner 
and  be  subject  to  public  and  professional  comment. 

A class  of  drugs  that  is  especially  important  to  the  practice 
of  cardiovascular  medicine  are  the  anti-arrythmic  agents  used  to 
treat  patients  with  irregular  heart  rhythms.  These  irregularities 


623 


of  heart  rhythm  may  be  life  threatening  and  some  of  these 
patients  have  to  be  resuscitated  on  numerous  occasions.  For  a 
number  of  these  patients,  the  available  anti-arrythmic  agents 
either  alone  or  in  various  combinations  are  totally  ineffective. 

In  these  instances,  the  anti-arrythmic  agents  which  are  being 
used  in  other  countries  and  which  may  be  effective  in  these  types 
of  patients  could  presumably  be  utilized  under  a drug  treatment 
exemption  for  specific  patients  under  specific  treatment  protocols. 

The  American  Heart  Association  and  the  American  College  of 
Cardiology  would  like  to  emphasize  that  this  section  represents  an 
exception  to  obtaining  full  approval  for  a drug  prior  to  its  use. 

It  is  designed  to  provide  a mechanism  through  which  a patient  can 
be  treated  with  a drug  which  has  not  been  shown  to  be  safe  and 
effective  under  rigorous  clinical  investigations.  It  is  not  a drug 
investigation  of  any  kind.  A drug  approved  under  the  compassionate 
IND  process  is  seldom  administered  as  part  of  an  adequate  and  well- 
controlled  investigation.  Accordingly,  the  data  obtained  from  these 
"investigations"  should  not  be  relied  upon  by  FDA  as  part  of  its 
determination  that  a drug  has  been  shown  to  be  safe  and  effective. 

Finally,  for  the  cardiovascular  patient,  it  is  often  necessary 
that  a compassionate  IND  or  a drug  treatment  exemption  be  approved 
very  expeditiously.  In  many  instances,  it  would  be  impossible 
for  the  practitioner  to  meet  the  rigorous  requirements  of  the  bill 
in  a short  period  of  time.  The  bill  should  provide  that  the 
Commissioner  shall  publish  regulations  regarding  applications  made 
under  emergency  circumstances.  The  AHA  and  the  ACC  believe  these 
emergency  procedures  must  be  designed  to  provide  for  expeditious 
approval  and  that  the  legislation  should  reflect  this  concern. 
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CONDITIONAL  NEW  DRUG  APPROVAL 

Section  128  of  S.  1075  would  give  the  Secretary  needed  flexi- 
bility in  approving  new  drug  applications  to  consider  whether 
as  a condition  to  approval,  special  requirements  should  be  imposed 
such  as  (1)  a prescription  drug  requirement;  (2)  post- 
marketing surveillance,  or  (3)  the  conduct  of  further  scientific 
investigations.  Section  128  also  expands  upon  the  safety  and 
effectiveness  criteria  utilized  in  approving  a NDA. 

Definitions  of  Safety  and  Effectiveness 

The  AHA  and  the  ACC  support  the  attempt  in  this  legislation 
to  define  safety  and  effectiveness  in  terms  of  the  application  of  a 
risk/benefit  analysis. 

Post-Marketing  Surveillance 

Section  128,  on  pages  45-48,  amends  the  Federal  Food,  Drug, 
and  Cosmetic  Act  to  require  the  Secretary  to  impose  the  requirement 
of  surveillance  of  the  use  and  experience  of  the  drug  "unless 
the  Secretary  determines  that  such  a requirement  is  not  necessary 
or  useful  in  evaluating  the  continuing  safety  of  the  drug" . The 
American  Heart  Association  and  the  American  College  of  Cardiology 
endorse  the  concept  of  post-marketing  surveillance  and  believe  that, 
if  the  system  is  properly  constructed  to  provide  accurate  data,  it 
could  be  of  tremendous  value  in  providing  reliable  information 
with  which  to  more  effectively  evaluate  the  use  of  drugs  in  large 
populations  for  extended  periods  of  time. 

We  look  forward  to  the  upcoming  recommendations  of  the  Joint 
Commission  on  Prescription  Drug  Use  and  hope  that  they  will  address 
and  that  the  regulations  promulgated  under  this  section  will  be 
responsive  — to  the  following  concerns: 


625 


the  circumstances  under  which  post-marketing  surveillance 
should  be  required; 

the  techniques  that  should  be  utilized; 

--  the  cost  of  implementation  of  post-marketing  surveillance 
and  who  should  bear  it; 

the  entity  which  should  collect  and  coordinate  the  data;  and 
the  incentives  that  should  be  utilized  to  encourage 
voluntary  reporting  of  suspected  adverse  effects  and  reactions. 

Requirement  of  Further  Investigation 

Section  128,  on  pages  48-50,  would  amend  the  Federal  Food, 

Drug,  and  Cosmetic  Act  to  authorize  the  Secretary  to  condition  the 
approval  of  a new  drug  application  on  the  conduct  of  further 
investigations.  The  bill  specifically  provides  that  a manufacturer 
can  be  required  to  evaluate  safety  and  effectiveness  of  a drug 
when  "used  for  purpose  or  in  a manner  which  is  not  set  forth  in 
the  information  labeling  for  such  a drug  ..."  The  AHA  and  the 
ACC  support  this  concept;  however,  we  recommend  that  only  in  the 
case  of  widespread  prescription  for  unapproved  purposes  should 
FDA  be  able  to  require  post-marketing  investigations  of  a drug's 
effectiveness  for  unapproved  uses. 

NATIONAL  CENTER  FOR  DRUG  SCIENCE 

The  Center,  as  created  under  Title  II  of  the  proposed  legis- 
lation, would  have  two  main  functions  — research  and  training. 

The  research  function  would  include  investigations  (1)  of  the  safety 
and  effectiveness  of  existing  and  new  uses  of  drugs;  (2)  for  the 
development  of  drug  products  for  diseases  and  other  conditions  of 
low  incidence,  and  (3)  of  ways  to  facilitate  breakthroughs  in  new 
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in  new  drug  research.  The  training  functions  of  the  Center  would 
include  grants  to  health  professions  schools  to  assist  in  the 
development  of  programs  of  training  in  clinical  pharmacology  and 
clinical  pharmacy  and  grants  to  physicians,  dentists,  nurses, 
pharmacists  and  others  to  increase  individual  training  in  the  same 
fields.  The  bill  would  also  authorize  the  Center  to  conduct  and 
sponsor  research  on  drug  science  policy. 

As  we  noted  in  our  testimony  last  year,  the  American  Heart 
Association  and  the  American  College  of  Cardiology  enthusiastically 
support  the  concept  of  this  National  Center.  We  believe  that  the 
Center  should  be  established  independent  of  FDA  and  might  be  created 
as  a part  of  the  National  Institutes  of  Health.  However,  we  believe 
that  this  support  should  not  dilute  or  diminish  in  any  way  the 
budgetary  support  presently  being  provided  to  NIH.  We  further 
recommend  that,  if  Congress  is  not  willing  to  establish  this 
National  Center,  the  Committee  should  consider  other  means  of 
augmenting  Federal  support  for  clinical  pharmacology  research  and 
training  under  existing  statutory  mechanisms. 

NATIONAL  ADVISORY  BOARD  ON  CLINICAL  PHARMACOLOGY  AND  CLINICAL 
PHARMACY 

The  Association  and  the  College  realize  that,  in  the  Proposition 
13  climate  that  permeates  the  halls  of  the  Capitol,  this  Congress 
may  not  be  willing  to  support  the  establishment  of  a new  governmental 
structure  such  as  the  National  Center  for  Drug  Science.  If  this 
is  the  case,  we  believe  it  is  all  the  more  essential  that  the 
National  Advisory  Board  on  Clinical  Pharmacology  and  Clinical 
Pharmacy  be  created. 
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Although  the  legislation  does  not  delineate  the  specific 
responsibilities  of  the  Board,  we  would  offer  the  following  as 
tasks  which  such  an  advisory  body  could  undertake.  As  noted 
earlier,  the  Board  could  conduct  a pilot  study  on  patient  infor- 
mation labeling,  and  at  the  very  least,  it  could  evaluate  and 
provide  guidance  regarding  the  development  of  patient  package 
inserts  and  educational  programs  designed  to  disseminate  drug 
information  to  the  public  and  the  professional  community.  The 
Board  can  assess  the  effectiveness  of,  and  periodically  make 
recommendations  regarding  an  economically  feasible  and  scientifi- 
cally sound  post-marketing  surveillance  mechanism.  It  could  provide 
advice  regarding  the  approval  of  "breakthrough"  drugs.  The  Board 
could  aid,  as  well,  in  the  implementation  of  the  recommendations 
of  the  National  Commission  on  the  protection  of  Human  Subjects 
of  Biomedical  and  Behaviora,l  . Research  as  they  relate  to  drug  and 
device  research. 

The  legislation  also  does  not  specify  who  should  be  represented 
on  this  Board.  In  light  of  the  scientific  nature  of  many  of  the 
issues  that  the  Board  would  consider,  we  believe  that  a predominance 
of  its  membership  should  be  representative  of  specialists  in 
clinical  pharmacology  and  clinical  pharmacy  and  practicing  physicians. 
The  Board  should  also  have  representation  from  the  social  sciences 
and  the  pharmaceutial  industry. 

Mr.  Chairman,  you  and  your  Committee  are  embarking  upon  a 
legislative  endeavor  which  will  impact  upon  the  course  of  drug 
development  for  the  rest  of  this  century.  We  believe  that  the 
creation  of  this  National  Advisory  Boordis  one  of  the  most  im- 
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portant  new  benefits  that  might  arise  from  a comprehensive  revision 
of  the  drug  regulatory  process.  It  would  not  overlap  with  the 
current  responsibilities  of  FDA  advisory  committees;  it  would  not 
have  the  adjudicative  or  supervisory  functions  of  the  FDA  Commis- 
sioner; it  would  not  be  authorized  to  fund  research  and  training 
activities.  Instead,  it  could  consider,  at  a minimal  cost  to 
the  American  taxpayer,  a multitude  of  problems  that  relate  to  the 
development,  distribution  and  use  of  drugs  and  that  cannot  help 
but  arise  in  the  midst  of  such  a major  change  in  the  drug  regulation 
process.  The  American  Heart  Association  and  the  American  College 
of  Cardiology  reiterate  that  this  National  Advisory  Board  on 
Clinical  Pharmacology  and  Clinical  Pharmacy  should  remain  in  this 
legislation  as  one  of  its  most  integral  and  essential  components. 

ADVISORY  COMMITTEES  AND  CONFLICT  OF  INTEREST 

We  completely  endorse  the  notion  that  the  activities  of  FDA 
advisory  committees  must  be  conducted  without  even  the  taint  of 
impropriety  or  conflict  of  interest.  However,  in  drafting  of 
legislation,  it  is  important  not  to  exclude  experts  from  these 
committees  unnecessarily. 

If  a physician  gives  a talk  on  hypertension  at  a symposium 
sponsored  by  a pharmaceutical  company  and  receives  an  honorarium, 
would  this  in  any  way  jeopardize  his  acting  as  a consultant  to  an 
advisory  committee  which  reviews  the  products  of  that  drug  company? 
If  he  receives  a scholarship  (for  example,  from  the  Burroughs- 
Wellcome  Foundation) , would  this  preclude  his  serving  on  a com- 
mittee which  reviewed  Burroughs-Wellcome  products?  We  pose  these 
questions  with  the  hope  that  the  regulations  promulgated  under 

Sections  129  (pages  51-52)  and  305  (page  79)  of  the  legislation 
will  not  be  drafted  over-restrictively . 
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As  I noted  above,  it  is  a great  pleasure  for  the  American 
Heart  Association  adn  the  American  College  of  Cardiology  to  present 
its  views  on  this  important  legislation  today.  We  remain  generally 
supportive  of  S.  1075,  and  believe  that  its  enactment  would  have 
a positive  effect  on  the  availability  of  safe  and  effective 
cardiovascular  drugs  to  the  citizens  of  the  United  States. 

Thank  you  for  your  attention. 

Senator  Kennedy.  Our  next  panel  consists  of  Herb  Thompson, 
president  of  the  National  Pharmaceutical  Alliance  and  Robert  J. 
Bolger,  president  of  the  National  Association  of  Chain  Drug  Stores. 

STATEMENT  OF  HERBERT  THOMPSON,  PRESIDENT,  NATIONAL 
PHARMACEUTICAL  ALLIANCE,  ACCOMPANIED  BY  WILLIAM  J. 
COLLEY,  GENERAL  COUNSEL,  AND  ROBERT  J.  BOLGER, 
PRESIDENT,  NATIONAL  ASSOCIATION  OF  CHAIN  DRUG 
STORES,  INC.,  ACCOMPANIED  BY  KATHLEEN  McGEE,  VICE 
PRESIDENT  OF  PROFESSIONAL  SERVICES,  A PANEL 

Mr.  Thompson.  I am  Herbert  Thompson,  president  of  the  Nation- 
al Pharmaceutical  Alliance  on  whose  behalf  I am  appearing  today. 
With  me  is  William  J.  Colley,  general  counsel.  NPA  is  a nonprofit 
trade  association  consisting  of  120  companies  engaged  in  the  manu- 
facturer and  distribution  of  drugs,  biologicals,  and  vitamins. 

We  appreciate  the  opportunity  to  present  the  views  of  the  small 
drug  companies  on  the  Drug  Regulation  Reform  Act  of  1979  which 
will  have  a tremendous  impact,  to  say  the  least,  on  our  members. 
NPA  was  not  in  existence  when  the  last  major  reform  of  the  drug 
laws  took  place  17  years  ago,  but  we  look  forward  to  working  with 
the  subcommittee  in  perfecting  this  legislation  which  will  restruc- 
ture the  regulatory  system  regarding  drug  products  in  the  United 
States. 

Mr.  Chairman,  there  are  many  provisions  of  S.  1075  that  we 
wholeheartedly  endorse,  and  with  your  permission,  we  would  like 
to  submit  for  inclusion  in  the  record  our  detailed  comments  on  a 
section-by-section  basis. 

Senator  Kennedy.  They  will  be  admitted. 

[The  information  referred  to  follows:] 
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Analysis  and  Critique  of  S.  1075,  96th  Congress 
Drug  Regulation  Reform  Act  of  197? 

Prepared  by  the  Pharmaceutical  Manufacturers  Association 

May,  1979 

What  follows  Is  a section-by-section  analysis  and  critique  of  S.  1075, 

96th  Congress,  prepared  by  the  Pharmaceutical  Manufacturers  Association. 

Drugs  Subject  to  Approval 

Sections  102,  118,  and  135  would  revise  the  provisions  of  existing  law 
such  that  all  human  use  prescription  drugs  would  be  subject  to  the  pre- 
marketing approval  mechanism  of  Section  505  of  existing  law.  Section  135 
would  provide  for  a ten  year  timetable  for  the  applicability  of  this  system  to 
drugs  not  currently  subject  to  the  existing  "new  drug"  provisions.  We  support 
the  concept  of  individual  approvals  pursuant  to  Section  505  of  current  law 
of  all  prescription  drugs  first  marketed  after  1938.  Prescription  drug  pro- 
ducts of  individual  manufacturers  should  be  the  subject  of  a governmental 
approval  process  which  imposes  scientifically  and  medically  appropriate  bur- 
dens on  those  seeking  marketing  approval.  For  drugs  first  marketed  prior 
to  1938,  the  marketplace  has  served,  after  more  than  40  years,  to  establish 
their  safety  and  efficacy.  A requirement  that  this  very  limited  category 
of  drugs  be  re-evaluated  for  safety  and  efficacy  In  accordance  with  today's 
standards  would  be  a waste  of  money  and  essential  scientific  and  medical  * 
resources. 

Administrative  Embargo 

Section  106  would  provide  for  administrative  embargo  authority  over  drugs. 
Federal  inspectors  would  be  authorized  to  embargo  products  up  to  20  days  in 
order  to  proceed  to  court  to  obtain  a writ  of  seizure.  Under  the  Implied 
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threat  to  exercise  such  authority,  inspectors  could  compel  manufacturers  to 
comply  with  almost  any  request.  Existing  regulation  to  protect  the  public 
from  misbranded  or  adulterated  drugs  works  efficiently  without  any  need  for 
this  additional  authority. 

Criminal  Penalties 

Under  Section  105,  any  person  who  negligently  commits  a prohibited 
act  could  be  imprisoned  for  no  more  than  one  year  or  fined  no  more  than 
$25,000,  or  in  the  case  of  a corporation,  no  more  than  $50,000.  In  addition, 
any  person  who  negligently  commits  a prohibited  act  after  prior  conviction  or  who 
willfully  or  knowingly  commits  a prohibited  act  could  be  imprisoned  for  no  more 
than  three  years  ($50,000)  or  In  the  case  of  a corporation  $100,000. 

This  section  properly  subjects  manufacturers  and  corporate  officers  to 
criminal  liability  only  if  negligence  is  shown  and  would  thus  overturn  the 
Supreme  Court's  ruling  in  the  Park  litigation.  We  firmly  believe  that  the 
standard  for  criminal  liability  should  be  one  of  negligence  so  as  to  require 
the  government  to  establish  that  the  defendant's  actions  were  unreasonable 
under  the  circumstances.  This  standard  provides  a limited  opportunity  for  the 
accused  to  assert  his  innocence  in  a criminal  proceeding  and  comports  with’ 
due  process  guarantees  inherent  in  our  system  of  criminal  justice. 

Civil  Penalties 

Section  107  would  confer  authority  on  the  Secretary  to  levy  civil 
penalties  of  up  to  one  million  dollars.  The  scope  of  the  civil  penalty 
authority  and  the  fact  that  the  agency  itself  could  assess  them  cause  us  serious 
concern.  Such  authority  makes  the  Secretary  judge,  jury,  and  prosecutor. 

The  bill  does  not  even  Include  the  right  for  a full  adjudicatory  hearing  In 
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connection  with  the  adnlnl strati ve  assessment  of  such  a penalty.  A more 
reasonable  alternative  would  be  to  authorize  the  U.S.  District  Courts  to 
Impose  such  civil  penalties  upon  a showing  of  negligence.  There  is  a long 
experience  of  equitable  enforcement  of  similar  statutes  In  the  federal 
courts.  First,  however,  the  need  for  such  penalties,  in  addition  to  the 
other  sanctions  under  the  statute,  should  be  demonstrated.  One  agency  should 
not  have  complete  discretion  to  Interpret  the  statute  and  to  enforce  it  by 
imposing  such  substantial  fines. 

Compendial  Standards 

Current  law  would  be  amended  by  Section  108  of  the  bill  to  authorize 
the  Secretary  to  promulgate  regulations  prescribing  appropriate  standards 
of  Identity,  strength,  quality,  purity,  stability  or  bioavailability 
of  prescription  drugs.  The  Secretary  should  be  permitted  to  promulgate  standards 
beyond  existing  compendial  standards  only  after  consultation  with  experts  In 
the  field  of  manufacturing  and  production.  Further,  the  present  law  permits  manu- 
facturers some  deviation  from  USP  standards  so  long  as  that  deviation  is  noted 
in  the  labeling  and  does  not  create  a health  hazard.  We  see  no  need  for  such 
change  from  existing  law.  Finally,  this  section  would  be  unduly  rigid,  unlike 
present  law,  and  make  the  use  of  USP  tests  mandatory  unless  FDA  has  approved 
different  tests.  Again  this  change  is  objectionable. 

Manufacturer  Identification 

We  support  Section  111  of  S.  1075  under  which  the  name  and  place  of 
business  of  the  manufacturer  and  the  distributor  of  the  prescription  drug 
must  be  included  on  the  drug  label. 
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Patient  Information 

Section  117  of  S.  1075  would  add  a new  Section  504  to  current  law. 

The  new  Section  504  would  mandate  patient  information  labeling  or  "patient 
package  inserts"  for  all  prescription  and  nonprescription  drugs.  This  labeling 
is  to  be  distributed  by  the  drug  dispenser  in  all  instances  unless  the  medical 
practitioner  has  determined  that  such  labeling  "would  be  detrimental  to  the 
health  of  the  patient."  Patient  labeling  must  include  a summary  of  the  benefits 
and  risks  associated  with  the  use  of  the  drug;  adequate  directions  for  use;  and 
any  other  information  that  the  Secretary  determines  necessary  or  useful  "to  inform 
patients  about  the  risks  and  benefits  associated  with  the  drug  promoted  for  safe 
and  effective  use  of  the  drug  or  to  protect  the  public  health  with  respect  to 
use  of  the  drug." 

The  PMA  supports  the  objective  of  providing  greater  written  information 
to  patients  regarding  prescription  drug  therapy.  However,  S.  1075  would 
apparently  require  extensive  patient  brochures  for  every  prescription  drug 
as  of  the  effective  date  of  the  law.  We  feel  that  they  could  result  in 
inadequate  testing  and  evaluation  of  critical  issues  which  must  be  examined 
before  broad  implementation  of  this  concept,  such  as  the  preferred  approach 
for  distributing  such  information,  content,  and  patient  comprehension  levels. 

Also  we  object  to  the  phrase  "adequate  directions  for  use"  which  has  been 
construed  by  the  courts  to  mean  adequate  directions  for  the  prescribing 
physician.  We  suggest  that  the  phrase  "information  for  use"  be  substituted. 

Finally,  the  bill  calls  for  consultation  by  the  Secretary  with  patient 
representatives,  pharmacists,  educators,  manufacturers  and  other  interested 
persons  prior  to  establishing  regulations  relating  to  patient  information 
labeling.  There  is  apparently  no  requirement  that  the  Secretary  consult  with 
such  groups  as  to  the  content  of  labeling  for  specific  drug  products. 
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It  Is  essential  that  an  opportunity  for  input  be  given  to  interested  parties 
as  to  the  wording  of  specific  labeling. 

Federal  Drug  Index 

A comprehensive  index  of  all  prescription  drugs,  to  be  arranged  by 
diagnostic  and  therapeutic  categories,  is  to  be  published  and  distributed  to 
all  practitioners  in  the  United  States  and  all  other  appropriate  recipients. 

This  generic  name  index  is  to  be  prepared,  published  and  distributed  by  the 
Secretary  if  during  three  years  following  enactment  of  S.  1075,  an  appropriate 
index  has  not  been  prepared  and  distributed  by  a private  organization.  In 
accordance  with  the  Secretary's  regulations, the  index  must  include  a "strictly 
objective"  discussion  of  the  nature  of  each  of  the  drugs  listed  and  the  official 
Insert  and  patient  information  labeling  for  each  drug.  Further,  this  Index  must 
contain  whatever  additional  relevant  information  the  Secretary  determines  would 
promote  proper  use  of  drugs. 

Since  there  is  no  evidence  as  to  the  need  for  an  additional  index  or 
compendium  of  available  prescription  drugs,  we  do  not  believe  the  cost,  efficiency, 
purpose,  and  rationale  for  such  a publication  can  be  justified.  We  must  disagree 
with  the  implication  that  private  reference  works  are  incapable  of  providing 
a balanced  presentation  on  drug  therapy  unless  they  comply  with  governmental 
regulations.  The  medical  profession  has  made  it  quite  clear  that  it  neither 
needs  nor  wants  a federal  index  prepared  by  the  government  or  by  private 
organizations  at  the  government's  direction.  Existing  reference  books,  which 
cost  the  government  nothing,  have  proved  to  be  useful  and  sufficient.  A 
government  dictated  compendium,  by  Its  very  nature,  would  tend  to  dogmatize  drug 
therapy  through  official  standards  for  each  Indication  regardless  of  professional 
judgment,  individual  patient  differences,  or  other  considerations. 
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The  "strictly"  objective  discussion  of  the  drug  would  of  course  reflect  the 

government's  viewpoint.  And  there  would  be  an  added  risk  of  malpractice  exposure 

j 

if  the  physician  disagreed  with  the  government  imposed  standards.  Such  exposure 
would  also  be  increased  because  of  the  Secretary's  tendency  to  delve  into  such 
j areas  as  relative  effectiveness  and  drugs  of  choice. 

The  federal  index  idea  is  therefore,  in  our  opinion,  not  worthwhile.  It 
would  represent  an  unnecessary  undertaking  at  the  ultimate  expense  of  patients. 

j Risk  Notification 

A new  Section  504  (e)  would  be  added  to  current  law  under  which  the 
Secretary  could  require  notification  where  it  is  determined  that  the  drug 
product  represents  a substantial  risk  of  illness  or  injury.  The  medical 
device  amendments  call  for  patient  and  practitioner  notification  if  there  is 
an  "unreasonable  risk  of  substantial  harm  to  the  public  health."  We  suggest 
that  the  same  criteria  be  enacted  for  drugs  since  notification  would  be 
inappropriate  unless  the  risk  is  in  fact  unreasonable. 

Education  Programs  and  Therapeutic  Equivalence  Listings 

Section  117  would  add  a new  provision  to  the  law  calling  for  the  Secretary 

I 

to  disseminate  information  regarding  safety,  effectiveness,  and  use  of  drugs 
so  as  to  contribute  to  public  and  professional  understanding  of  drug  products.  * 
l We  agree  that  the  FDA  should  be  free  to  distribute  such  Information;  but  there 
should  be  a provision  for  consultation  with  manufacturers  before  publication. 

This  will  help  assure  the  accuracy  of  the  information  and  give  manufacturers 
the  opportunity  to  notify  FDA  when  confidential  information  is  Involved. 

The  bill  would  further  call  for  the  Secretary  to  prepare  and  distribute 
a listing  of  the  names  of  drugs  which  the  Secretary  has  determined  to  be 
therapeutically  equivalent.  While  we  agree  that  the  Secretary  should  have 
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authority  to  publish  a list  of  therapeutically  equivalent  products,  it  is 
imperative  that  his  equivalence  findings  be  based  on  in  vivo  scientific  evidence 
of  equivalence  and  not  only  on  presumptions  of  equivalence  in  the  absence  of 
scientific  data  to  the  contrary. 

Promotion  Labeling  for  Prescription  Drugs 

New  Section  504(g)  is  concerned  with  what  is  termed  "promotion 
labeling."  As  with  the  present  requirements  relating  to  prescription  drug 
advertisements,  the  section  calls  for  information  on  side  effects,  contraindi- 
cations, and  effectiveness.  It  also  permits  the  Secretary  to  require  any 
other  information  that  he  determines  is  desirable  to  assure  an  adequate  and 
balanced  presentation  of  benefits  and  risks.  The  Secretary  could  mandate  pre- 
clearance of  all  promotional  labeling  for  a drug  product  when  it  is  initially 
licensed  or  if  the  agency  determines  that  previous  labeling  did  not  comply 
with  regulations.  It  could  do  the  same  thing  with  any  controlled  drug. 

Promotion  labeling  could  not  contain  drug  product  comparisons  unless  such 
comparisons  are  supported  by  substantia]  evidence. 

The  provisions  describing  promotion  labeling  are  considerably  broader 
than  those  contained  in  current  law.  If  the  manufacturer  were  required  to  include 
any  information  that  the  Secretary  might  find  desirable  to  assure  a balanced 
presentation  on  benefits  and  risks,  the  labeling  could  encompass  a vast 
amount  of  additional  material.  Current  law  permits  FDA  to  mandate  brief 
summary  information  on  side  effects,  contraindications,  and  effectiveness.  It 
should  be  followed  in  any  new  law. 

As  drafted,  the  Secretary  could  require  the  preclearance  of  promotion 
labeling  for  any  drug.  Such  a system  would  be  cumbersome  and  costly  and 
could  make  It  extremely  difficult  for  manufacturers  to  make  new  drug  informa- 
tion available  promptly  and  efficiently.  We  believe  the  present  law  requiring 
advertising  to  be  approved  in  advance  only  in  "extraordinary  circumstances"  is 
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adequate.  The  proposed  provision  would  improperly  require  that-  all  promotional 
information  for  certain  classes  of  drugs  be  subject  to  federal  approval  prior  to 
dissemination.  We  also  oppose  as  anticompetitive  the  prohibition  against  drug 
product  comparisons  unless  the  comparisons  meet  the  rigorous  definition  of 
"substantial  evidence."  As  long  as  any  comparisons  made  are  true  and  not 
misleading,  they  should  be  permitted. 

Industry  Promotional  Activities 

Section  117  would  add  a new  Section  504(i)  covering  promotional 

gifts,  free  goods,  sampling,  and  the  sponsorship  of  educational  activities.  In 

general,  we  endorse  this  Section..  Gifts  or  services  worth  $5  or  more  would 

be  prohibited  to  virtually  all  persons  in  the  health  field.  Free  prescription 

drug  products  could  be  given  to  physicians  only  in  response  to  a written 

signed  and  mailed  request.  Manufacturers  would  be  permitted  to  provide 

medical  and  scientific  educational  materials  and  to  sponsor  medical  and 

scientific  educational  programs  and  activities  in  appropriate  circumstances. 

We  suggest  several  minor  amendments,  however.  The  subsection  dealing  with  the 

distribution  of  drug  products  at  less  than  fair  market  value  should  clearly 

* 

state  that  distribution  to  pharmacists,  dispensing  physicians,  dentists,  and 
wholesalers  Are  exceptions  to  the  provision. 

Further,  this  section  should  be  revised  to  permit  distribution 
to  charitable  organizations  and  in  emergency  situations  without  FDA  regulations. 

Survey  of  Prescription  Files 

Subsection  504 (J  ) generally  prohibits  Individuals  from  searching 
gr  reviewing  prescription  files.  We  commend  this  suggestion.  While  it  appears 
that  paragraph  (1)  (6)  is  intended  to  permit  market  research  surveys  by  persons 
authorized  by  the  Secretary,  paragraph  (3)  would  appear  to  prohibit 
manufacturers  from  receiving  such  survey  information,  thereby  confusing  the 
intent  of  paragraph  (1).  This  section  should  precisely  state  that  this  data 
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may  be  subsequently  disclosed  in  aggregate  form  if  it  preserves  the  anonymity 
of  individual  prescribes,  dispensers  and  patients.  This  kind  of  information 
Is  vital  to  guide  scientific  research,  production  planning,  and  marketing 
plans  within  industry,  government  and  elsewhere.  Paragraph  (1)  (g)  gives 
the  Secretary  the  right  to  determine  who  can  or  cannot  conduct  surveys.  This 
would  appear  to  be  a questionable  delegation  of  authority. 

Detai ling 

Section  504  (k)  requires  sales  representatives  to  provide  information 
labeling  when  detailing  prescription  drug  products.  We  support  this  provision. 

Tort  Liability 

New  Subsection  504  (1)  states  that  the  new  Section  504  should  not  be 
construed  to  alter  provisions  of  existing  law  with  respect  to  tort  liability. 

We  are  confused  as  to  the  intent  of  this  section.  If  it  is  intended  to  lessen 
the  legal  concerns  of  manufacturers  arising  from  a requirement  to  distribute 
written  Information  to  patients,  we  doubt  its  affectiveness. 

Sumnary  of  Safety  and  Effectiveness  Data 

Section  11$  of  the  bill  would  add  the  requirement  to  current  law 
that  any  person  seeking  approval  to  market  a drug  submit,  in  addition  to  full 
reports  of  investigations  and  other  information,  a summary  of  the  safety  and 
efficacy  data,  scientific  methodology  and  other  information  derived  from  all 
investigations  that  have  been  conducted  to  assess  drug  risk  and  effectiveness. 
This  summary  is  to  be  available,  prior  to  application  approval,  to  any  member 
o.f  the  public;  however,  the  full  reports  of  safety  and  efficacy  are  to  be 
retained  as  confidential.  This  section  should  be  revised  to  specify  that 
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the  Secretary's  regulations  regarding  the  form  and  content  of  the  summary 
state  that  the  summary  is  not  to  include:  (1)  information  or  data  in  greater 
detail  than  would  be  required  of  a report  for  publication  in  a reputable 
scientific  or  medical  journal;  (2)  information  relating  to  investigations 
not  germane  to  the  safety  and  effectiveness  of  the  drug  under  conditions  of 
use  prescribed,  recommended,  or  suggested  in  its  proposed  labeling; 

(3)  information  concerning  drugs  other  than  the  drugs  to  which  the  application 
relates;  or  (4)  information  which  is  exempted  from  disclosure  under  the 
Freedom  of  Information  Act. 

Drug  Approval  Hearing  Procedures 

Section  120  of  the  bill  would  revise  Section  505  (c)  of  present  law 
to  allow  for  greater  public  participation  in  drug  approval  proceedings.  As 
is  provided  in  current  law,  within  180  days  of  the  filing  of  an  application, 
the  Secretary  must  either  approve  that  application  or  give  the  applicant 
notice  of  an  opportunity  for  a hearing  on  whether  the  application  is 
approvable.  Within  120  days  after  the  closing  of  the  hearing,  the  Secretary's 
final  approval  order  must  be  issued.  Any  interested  party  may  request  this 
preapproval  hearing. 

The  basic  modification  to  current  law  is  that  members  of  the  public 
may  request  and  participate  in  preapproval  hearings.  It  can  probably  be 
expected  that  for  virtually  every  new  compound  there  will  be  a request 
for  such  a hearing.  Thus,  there  is  a real  possibility  that  further  delays  in 
the  drug  approval  process  may  result. 

The  bill  does  not  address  the  administrative  difficulties  which  plague 
the  Agency  in  the  approval  process.  These  difficulties  cannot  be  eliminated  simply 
by  providing  for  a hearing  in  each  instance.  The  pharmaceutical  industry 
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has  had  considerable  experience  with  the  present  statutory  180  day  time  frame. 
Through  the  use  of  various  mechanisms  the  Agency  has  avoided  any  serious 
attempt  to  comply  with  this  approval  period. 

We  do  not  object  to  the  reasonable  involvement  of  public  representa- 
tives during  the  approval  process  and  feel  that  such  participation  can  con- 
tribute to  better  decision  making  by  the  Agency.  It  is  paramount,  however, 
that  scientific  decisions  on  the  approvabllity  of  drugs  be  made  by  the  expert 
agency  with  the  input  of  the  drug  innovator,  medicine  and  other  science  and 
public  representatives.  We,  therefore,  suggest  that  the  public's  participation 
In  the  approval  process  be  subject  to  the  time  and  procedural  limitations 
envisioned  for  public  hearings  in  last  year's  version  of  this  legislation. 

If  the  advice  and  recommendations  of  the  public  sector  can  be  brought  to  the 
Agency's  attention,  In  an  expeditious  and  yet  complete  fashion,  we  would  welcome 
it.  However,  such  Input  should  not  result  in  even  greater  delays  in  obtaining 
drug  approvals. 

Bioavailability  and  Bioequivalence 

Sections  121  and  123  of  the  bill  would  revise  current  law  to  permit 
denial  or  withdrawal  of  approval  of  a drug  that  fails  to  meet  stability  and 
bioavailability  standards.  We  support  such  a requirement,  and  further  ask 
that  applicants  for  approval  of  a previously  marketed  compound  be  required 
to  make  an  adequate  showing  of  bioequivalence  to  the  referenced  product. 

Immediate  Suspension  of  Approvals 

Section  505(e)  of  existing  law  would  be  amended  to  permit  suspension 
of  a drug  approval  application  prior  to  an  opportunity  for  a hearing  if  the 
Secretary  finds  that  there  would  be  an  "unreasonable  risk  of  illness  or  injury 
to  any  segment  of  the  population."  Current  law  requires  the  Secretary  to  find 
an  "imminent  hazard  to  the  public  health."  If  the  standard  for  prehearing 
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suspension  is  to  be  revised  we  suggest  that  it  parallel  the  standard  adopted 
by  the  Congress  several  years  ago  in  adopting  the  device  legislation,  that  is, 
a finding  that  a risk  of  illness  or  injury. . .presants  an 

unreasonable,  direct,  and  substantial  danger  to  the  health  of  individuals."  Further, 
before  issuing  a suspension  order,  the  Secretary  should  be  required  to  consult 
with  the  application  holder  and  an  appropriate  advisory  committee. 

Investigational  Use  of  Drugs 

The  bill,  in  Section  125,  amends  current  law  with  respect  to  investiga- 
tional use  exemptions.  Any  person  seeking  to  investigate  a drug  must  comply 

with  certain  requirements,  including  the  obtaining  of  written  informed  consent 
from  study  participants,  protection  of  confidentiality  of  patient  records,  and 
accurate  record  keeping  and  recording.  There  are  provisions  by  which  persons: 

(1)  may  obtain  informal  advice  from  the  Secretary  with  respect  to  investigational 
plans  and  protocols;  (2)  may  rely  on  the  Secretary's  guidelines  regarding  proto- 
cols in  conducting  clinical  research;  and  (3)  resolve  on  an  informal  basis 
scientific  diagreements  that  arise  out  of  drug  investigations. 

Section  125  is  very  similar  to  Section  505(1)  of  existing  law  in 
that  the  Secretary  is  given  broad  authority  to  promulgate  regulations  regarding 
investigational  use  of  drugs.  The  regulations  promulgated  over  the  years  by 
the  Agency  in  implementing  this  Section  505(i)  authority  in  our  view  have 
resulted  in  an  over  regulated  atmosphere  which  interferes  with  the  freedom 
of  scientific  Inquiry.  We  feel  it  is  necessary  for  the  legislation  to  spell 
out  with  more  specificity  the  areas  and  activities  in  which  the  FDA  may  not 
regulate. 

We  would  recommend  that  serious  consideration  be  given  to  the  virtual 
elimination  of  FDA's  involvement  in  early  clinical  trials  and  that  the  monitoring 
and  control  of  such  trials  be  assumed  by  private  research  review  committees. 

If  such  a committee  is  not  available  to  review  and  supervise  the  investigation. 
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then  of  course,  FDA  should  have  the  principal  review  responsibility,  in  our 
view,  FDA's  sole  concern  with  early  clinical  research  should  be  to  assure  that 
adequate  mechanisms  are  In  place  to  protect  patients.  Such  protection  could 
well  be  accomplished  by  research  review  committees  currently  in  place  in 
institutions.  They  could  monitor  early  investigations  following  Agency 
prescribed  procedures.  FDA  should  also  have  the  authority  to  issue  regulations 
regarding  the  makeup  and  functions  of  such  committees  and  have  responsibility 

to  conduct  periodic  reviews  of  their  activities. 

We,  of  course,  support  the  requirement  that  participants  in  drug 

investigations  give  voluntary  informed  written  consent  If  at  all  possible 

and  that  drugs  be  dispensed  only-by  qualified  investigators.  Further,  we  feel 

the  drug  investigation  advice,  written  guidelines,  and  scientific  disputes 

resolution  provisions  In  the  bill  could  prove  to  be  an  effective  means  of  placing 

the  Agency  on  the  record  with  respect  to  specific  protocols  and  Investigational 

designs  without  stifling  research  initiatives  or  handcuffing  the  Agency  on  final 

approvability  decisions. 

Drug  Treatment  Investigations 

Section  126  of  the  bill  authorizes  the  Secretary  to  promulgate 
regulations  permiting  unapproved  drugs  to  be  administered  to  small  numbers 
of  patients  who  have  serious  diseases  and  for  whom  there  are  no  alternative 
methods  of  treatment.  Participants  in  such  programs  must  give  informed  consent, 
and  their  privacy  must  be  protected.  Practitioners  requesting  an  exemption 
must  establish  and  maintain  records  and  make  reports  to  the  Secretary. 

Although  it  would  appear  that  this  provision  would  not  be  widely  used,  we  cer- 
tainly support  the  concept  that  patients  having  serious  and  otherwise  untreatable 
illnesses  should  have  prompt  access  to  medical  treatment.  This  provision 
would  appear  to  accommodate  that  objective  although  we  doubt  that  practitioners 
would  qualify  or  be  interested  in  pursuing  this  approach  in  many  cases. 
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Definitions  of  Safety  and  Efficacy 

Section  127  of  the  bill  would  add  a new  subsection  to  present  law 
to  define  the  term  "safe"  such  that  the  health  benefits  of  the  drug  must 
clearly  outweigh  its  risks.  In  assessing  safety,  the  Commissioner  must  con- 
sider the  adverse  effects  upon  the  health  of  patients,  medical  personnel  and 
the  public  that  are  associated  with  the  use  of  the  drug  under  the  conditions 
set  forth  in  the  labeling  and  under  the  conditions  not  set  forth  In  the  labeling 
but  which  are  known  or  can  reasonably  be  expected  to  occur,  including  Inten- 
tional abuse.  Further,  the  adverse  effects  upon  the  health  of  patients  and 
the  public  Implied  by  animal  investigations  or  other  scientific  information 
including  Information  regarding. chemically  or  pharmacologically  related  drugs 
must  be  assessed.  Finally,  the  benefits  and  risks  associated  with  other  forms 
of  therapy,  including  drug  therapy,  are  to  be  a part  of  the  overall  equation. 

Safety  Is  defined  In  this  bill  in  such  an  encompassing  fashion  that 
it  would  in  all  probability  result  in  a protracted  drug  development  and  approval 
process.  Insistence  upon  clinical  evaluation  of  every  conceivable  use,  or 
misuse,  could  likewise  consume  inordinate  time  and  money.  Consideration  of 
the  possibility  that  alternative  therapy  might  be  relatively  safer  is  a 
fulltime  job  for  researchers  of  existing  medications.  Only  the  most  extraordinary 
new  entity  is  clearly  superior  to  all  existing  therapy  before  it  reaches  the 
market.  Given  the  expressed  desire  for  expeditious  clearance  of  drug  applica- 
tions, we  suggest  that  irrelevant  requirements,  such  as  other  forms  of  therapy, 
intentional  abuse,  convenience  of  dosage  forms  and  possible  patient  acceptance 
be  deleted. 
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The  legislation  provides  a straightforward  definition  of 
the  term  "effective"  but  does  not  modify  or  repeal  the  definition  of  "sub- 
stantial evidence"  in  current  law.  We  are  concerned,  therefore,  that  in  all 
instances  substantial  evidence  of  effectiveness,  as  that  term  has  been  rigidly 
interpreted  in  FDA  regulations,  must  be  submitted  for  new  drug  approval.  Insis- 
tence on  such  a quantum  of  evidence  in  all  cases  is  simply  not  good  science 
and  can  only  result  in  extreme  and  unjustified  delays  in  drug  approvals.  A 
provision  should  be  included  in  the  legislation  permitting  effectiveness  to 
be  shown  by  other  types  of  evidence  when  the  Secretary  finds  that  experts 
would  conclude  on  the  basis  of  such  evidence  that  the  drug  is  effective. 

Breakthrough  Drugs 

The  bill  would  add  a new  subsection  505(q)  to  permit  approval  for 
so-called  "breakthrough"  prescription  drugs  for  which  efficacy  data  are 
significant  but  not  substantial.  Such  drugs  could  be  approved  only  if  they  are 
intended  for  use  in  life-threatening  or  severely  debilitating  or  disabling 
situations,  and  where  alternative  effective  therapy  does  not  exist. 

Application  holders  would  be  required  to  establish  and  maintain 
records,  make  reports,  collect 'utilization  information,  and  complete  adequate 
and  well-controlled  investigations  (unless  such  studies  are  not  feasible  or 
ethical)  along  with  any  other  requirements  or  conditions  the  Secretary  felt 
justified  in  imposing. 

All  things  considered,'  subsection  505(q)  sets  such  high  standards  for 
the  drugs  it  would  govern  that  few  firms  would  try  to  meet  them  and  even  fewer 
would  succeed.  The  scientific  conmunity,  manufacturers  and  the  Food  and 
Drug  Administration  all  face  an  extraordinary  problem  with  drug  products  for  - - 
which  full-scale  efficacy  studies  are  impractical.  It  will  be  difficult  indeed 
to  strike  a reasonable  balance  between  encouraging. research  in  this  area  on 
the  one  hand  and  establishing  reasonable  regulatory  controls  on  the  other. 
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We  recognize  that  this  section  aims  at  the  development  and  rapid 
introductions  of  critically  needed  drugs.  Including  those  which  might  eventually 
attain  widespread  clinical  and  commercial  importance.  Nevertheless,  the 
obstacles  and  requirements  are  excessively  high;  and  each  of  them  is  mandated, 
thus  giving  the  Secretary  no  flexibility  whatever. 

In  our  view,  a reworded  definition  of  efficacy  is  the  proper  approach 
rather  than  a new  breakthrough  drug  mechanism. 

Distribution  and  Dispensing  Limitations 

Section  128  of  the  bill  would  add  a new  section  to  current  law  author- 
izing the  Secretary  to  impose  limitations  on  the  distribution  and  dispensing 
of  a drug  product  at  the  time  of  approval,  or  at  any  time  for  previously 
marketed  drugs,  if:  (1)  because  of  significant  risks  associated  with  use  of  the 
product  it  could  not  otherwise  be  approved  for  marketing;  (2)  such  requirements 
can  reasonably  be  expected  to  reduce  the  safety  problems  to  the  extent  that  the 
product  could  be  marketed  in  the  future  without  such  limitations;  and  (3) 
no  other  administrative  or  educational  action  can  reasonably  be  expected  to 
reduce  the  risks. 

The  authority  to  restrict  the  practitioner's  use  of  these  drugs 
Is  somewhat  limited  in  that  board  certification  or  board  eligibility  cannot 
be  the  sole  condition  imposed  on  physician  participation.  However,  the  Secre- 
tary could  restrict  the  use  of  the  product  to  practitioners  with  specific 
training  or  experience  or  to  particular  facilities.  If  the  risks  are  consid- 
ered serious  enough,  the  informed  consent  of  the  patient  may  be  required. 

While  a restricted  authority  may  seem  reasonable  on  first  reading, 
and  the  mechanism  described,  if  properly  applied,  might  enable  drugs  associated 
with  significant  risks  to  be  available  at  an  earlier  date  than  would  be  the 
case  under  existing  law,  the  potential  exists  for  this  section  to  cause  undue 
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unintended  delays  in  drug  delivery  and  availability.  Although  a druq  could  not  be 
limited  to  use  by  board-certified  specialists,  it  could  be  limited  to  use  by 
professionals  with  specific  training  or  experience  or  for  use  in  certain  facilities. 
It  can  be  expected  that  there  will  be  substantial  pressures  on  the  agency  to 
Impose  the  additional  requirements  routinely,  and  thereby  reassure  itself  that 
Its  approval  decision  was  In  fact  the  correct  one. 

In  operation,  then,  this  section  could  deny  certain  pharmacists, 
physicians,  and  facilities  the  right  to  use  certain  medications.  This  Implies 
a lack  of  competence,  either  in  training  and  experience,  or  failure  to  prac- 
tice In  an  acceptable  specified  setting.  We  question  the  rationale  for  such 
arbitrary  power  lodged  In  a central  federal  institution.  • • 

Generally,  we  think  it  would  be  prudent  for  the  Secretary  to  rely 
upon  appropriate  prescribing  information  to  ensure  that  prescription  drugs 
are  used  suitably.  The  only  products  to  our  knowledge  which  have  been  shown 
to  be  associated  with  serious  enough  safety  problems  to  warrant  special  safe- 
guards of  the  type  envisioned  by  the  legislation  are  the  extremely  toxic 
anti-tunor  cancer  drugs.  We  urge  that  the  section  be  modified  to  specify 
those  drugs.  The  Secretary  should  be  permitted  to  include  other  products  only 
In  extraordinary  circumstances,  taking  into  account  the  recommendations  of 
advisory  experts,  and  only  after  affording  application  holders  an  opportunity 
for  in  Informal  hearing. 

% 

Post-Marketing  Surveillance 

Current  law  would  be  amended  by  Section  128  to  require  application 
holders  to  conduct  post-marketing  surveillance  on  all  newly  approved  drugs,  unless 
the  Secretary  determines  that  such  surveillance  Is  unnecessary.  This 
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surveillance  authority  would  be  further  authorized  for  a previously  marketed 
drug  if  the  Secretary  determined  that  such  a requirement  was  necessary 
and  useful  In  evaluating  continuing  safety.  While  post-marketing  surveillance 
on  prescription  drugs  has  rarely  uncovered  substantial  new  safety  and  efficacy 
information,  the  industry  has  long  endorsed  the  concept  In  appropriate  circum- 
stances; and  we  continue  to  do  so  if  it  is  determined  that  more  information  con- 
cerning a drug  used  In  normal  medical  practice  Is  required. 

The  surveillance  authority  which  would  be  authorized  under  the 
current  bill  represents  an  Improvement  over  the  open-ended  authorities  stated 
In  earlier  versions  of  this  legislation.  Surveillance  could  not  be  imposed 
until  the  Secretary  first  issues  regulations  regarding  the  circumstances  in 
which  and  the  methods  by  which  surveillance  of  drug  use  and  experience  would 
be  useful  and  necessary  in  evaluating  drug  safety.  The  Secretary  would  be 
required  to  consider  various  factors,  including  the  burdens  that  such  surveillance 
would  impose  on  those  that  must  conduct  it,  and  the  alternatives  to  surveillance 
which  might  be  available.  Further,  the  Secretary  could  not  issue  regulations 
until  the  recommendations  of  the  Joint  Commission  for  Prescription  Drug  Use 
had  been  received  and  reviewed. 

It  is  imperative  that  the  Secretary's  authority  to  impose  surveillance 
requirements  on  drug  application  holders  be  precisely  defined  and  implemented 
only  after  consideration  by  experts.  Until  a workable  uniform  system  is 
devised  and  Installed,  post-marketing  surveillance  requirements  should  be  sub- 
ject to  advisory  committee  recommendations,  informal  hearings,  and  court  review. 

Studies  After  Approval 

Section  128  further  authorizes  the  Secretary  to  require  drug  applica- 
tion holders  to  conduct  scientific  Investigations  to  assess  the  risks  of 
significant  adverse  effects  if  the  Secretary  determines  that  the  drug  Is 
known  or  may  reasonably  be  expected  to  produce  such  effects; 
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In  addition,  the  Secretary  may  require  studies  to  evaluate  safety  of  drugs, 
including  effectiveness,  when  the  drug  Is  used  for  a purpose  or  In  a manner 
not  set  forth  In  the  labeling,  If  he  determines  that  the  drug  Is  known  or 
can  reasonably  be  expected  to  be  used  to  a significant  extent  for  the  unapproved 
purpose  and  the  use  for  that  purpose  Is  considered  to  present  a risk  of  serious 
Illness  or  injury. 

The  authority  given  to  the  Secretary  to  require  additional  Investl- 
gatlons  Is  much  too  broad.  It  should  only  be  permitted  after  approval  where 
the  adverse  reaction  is  either  substantially  different  from  or  is  occurring 
at  a substantially  higher  rate  than  adverse  effects  known  at  the  time  of  approval. 
Further,  the  Secretary  should  not  be  permitted  to  require  investigations 
simply  because  of  an  adverse  effect  from  a chemically  or  pharmacologically 
related  product.  The  agency  should  first  establish  a reasonable  basis  to 
assume  that  such  a reaction  would  also  occur  with  the  drug  at  Issue.  Also, 
the  Secretary  should  have  to  determine  that  a clinical  investigation  Is  a 
reasonable  means  to  eliminate  the  risks  and  that  other  mechanisms,  such  as 
epidemiological  studies,  cannot  be  expected  to  develop  the  needed  Information. 

The  section  should  also  specify  limits  as  to  the  testing  to  be  required.  A 
suitable  restriction  on  the  length  of  a long  term  clinical  study  of  effects 
in  chronic  use  would  be  two  years  and  up  to  200  participants. 

Batch  Certification 

Batch  certification  would  be  authorized  by  Section  128  if  there  Is 
reason  to  believe  that  one  or  more  individual  batches  will  not  meet  standards 
and  that  a failure  to  meet  standards  poses  risks  of  Illness  or  Injury. 

Exemption  from  certification  requirements  could  be  granted  If  the  Secretary 
determines  that  grounds  exist  to  exempt  a particular  facility  or  manufacturer. 
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Such  requirements  would  expire  after  three  years,  but  the  Secretary  could  renew 
them,  on  finding  that  the  conditions  giving  rise  to  the  problems  still  existed. 

Batch  certification  has  been  required  under  present  law  for  anti- 
biotics for  many  years,  even  though  the  reasons  for  the  original  requirement 
have  long  ceased  to  exist.  It  Is  an  expensive,  time-consuming  and  delaying 
procedure,  which  Is  unrelated  to  the  overall  equivalency  of  the  nation's  drug 
supply.  Authority  to  grant  exemptions  from  the  batch  testing  requirements 
for  antibiotic  manufacture  is  In  the  present  law  and  has  never  been  exercised. 

It  Is  obvious,  therefore,  why  the  Industry  does  not  believe  the  exemption 
provisions  In  this  bill  would  be  honored.  Batch  certification  authority  should 
be  deleted. 

Advisory  Committees 

Under  Section  129  of  the  bill,  specific  authority  would  be  given  to 
the  Secretary  to  appoint  advisory  committees  to  assist  In  making  determinations. 
The  Secretary  would  be  required  to  consider  recommendations  from  health  care  pro- 
viders, Investigators,  manufacturers  and  other  organizations  In  constituting 
such  committees.  One-third  of  the  membership  of  each  committee  must  be 
conposed  of  members  reflecting  the  interests  of  patients  and  consumers.  We 
wholeheartedly  support  the  Secretary's  reliance  on  well-balanced,  expert 
advisory  committees  In  making  determinations  under  the  Act. 

In  other  sections  of  this  analysis  and  critique,  we  have  asked  for 
greater  use  of  advisory  committees  and  referal  to  such  conmittees  of  Important 
Issues  prior  to  final  resolution.  It  should  be  made  clear  In  the  bill  or  its 
legislative  history  that  the  one-third  public  interest  membership  could  be  • 
satisfied  In  full  or  In  part  by  representatives  from  national  organizations 
representing  specific  disease  categories. 
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Subpoenas 

Section  130  provides  the  right  of  the  Secretary  to  compel  by 
subpoena  the  attendance  and  testimony  of  witnesses  and  the  submission  of 
documents.  The  subpoena  would  be  enforceable  by  a court  order.  We  agree  that 
the  Secretary  requires  access  to  Information  to  determine  if  the  public  health 
is  endangered.  However,  current  authority  under  the  record  and  reports 

provision  of  the  Act  — along  with  factory  inspection  authority,  submissions 
required  by  the  Drug  Listing  Act,  and  other  requirements  for  presenting  data 
on  all  facets  of  production  and  distribution  --  give  the  Secretary  access  to  all 
the  necessary  data.  The  Secretary  has  not  shown  a need  for  this  additional 
power,  and  It  should  not  be  granted.  Further,  the  proposed  subpoena  power  Is 
deficient  In  several  respects.  It  should  be  precisely  drawn  so  as  to  exclude 
trade  secrets  and  confidential  information.  All  parties  to  hearings  should 
be  entitled  to  share  subpoena  rights  under  5 U.S.C.  § 555(d)  of  the  APA.  Ser- 
vice to  persons  and  business  entities  should  be  personal. 

Participation  Procedures 

Section  132  would  add  a new  Section  710  to  the  Act  to  allow  the 
Secretary  to  pay  attorney's  fees,  expert  witness  fees  and  other  costs  to 
any  person  taking  part  In  any  proceeding  under  the  Act.  The  criteria  that 
would  have  to  be  met  by  a person  claiming  eligibility  for  payment  are  that: 

(1)  he  represents  an  interest  which  would  be  substantially  affected  by  the 
outcome;  (2)  his  resources  are  insufficient  to  participate  without  compensa-  ^ 
tlon  In  light  of  the  cost  of  effective  participation;  and  (3)  he  would 
contribute  to  a fair  and  Informed  resolution  of  the  Issues  likely  to  be  raised 
In  the  proceeding.  Compensation  for  participation  would  be  limited  to  court  * 
costs  and  attorney's  fees  not  exceeding  75%  of  the  last  step  of  the  GS-13 
rate  In  effect.  We  oppose  this  provision  since  It  will  tend  to  Increase  Dartl- 
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clpatlon  by  a large  number  of  persons  with  little  or  no  knowledge  of  the  facts. 

It  could  also  tend  to  encourage  the  Secretary  to  "balance"  Interests  In  arriving 
at  a judgment  rather  than  to  develop  relevant,  factual  evidence.  These  factors, 
combined  with  the  complexities  of  the  mechanism  suggested,  compel  us  to 
oppose  It. 

Export  of  Drugs 

Section  134  of  the  bill  would  add  a new  Section  802  to  present  law 
entitled  "Drug  Exportation."  Under  this  provision,  any  drug  intended  for  human 
use  for  which  an  approval  Is  in  effect  may  be  exported  without  an  export 
permit  If  it  Is  manufactured,  packaged,  and  labeled  in  accordance  with  all 
provisions  in  existing  law  relating  to  drugs.  The  limited  exemption  In  Section 
801  (d)  (2)  is  to  be  rescinded  so  that  a technically  adulterated  or  misbranded 
approved  drug  may  not  be  exported  in  any  instance. 

As  to  any  human  use  drug  for  which  an  approval  is  not  in  effect,  an 
export  permit  must  be  obtained.  The  permit  applicant  must  provide  an  extra- 
ordinary amount  of  information  to  the  Secretary  Including  written  certifications: 
(a)  from  the  government  of  the  country  of  destination  that  it  has  reviewed 
a report  of  data  derived  from  Investigations  made  to  assess  drug  risk  and 
effectiveness  and  requests  importation  of  the  drug;  (b)  from  the  foreign 

© 

purchaser  that  the  drug  conforms  to  foreign  specifications;  and  (c)  from  the 
applicant  that  it  has  furnished  the  country  of  import  with  the  report  of  data 
and  information  from  all  Investigations  made  to  assess  risk  and  effectiveness. 

The  applicant  must  further  ensure  that  the  drug  Is  manufactured  and  held  in 
accordance  with  all  applicable  provisions  of  the  law  and  Include  in  the  drug 
labeling  a statement  that  the  drug  Is  Intended  for  export  and  has  not  been 
approved  for  use  In  the  United  States,  together  with  an  explal nation  of  why 
it  is  not  approved  for  use  in  the  United  States;  ensure  that  the  drug  reaches 
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the  country  of  destination;  and  further  establish  and  maintain  records  to  enable 

the  Secretary  to  determine  whether  export  permit  requirements  are  being  met. 

There  Is  to  be  public  notice  In  the  Federal  Reglsterfor  comment  on  export 
applications.  Finally,  the  Secretary  Is  to  Issue  a permit  "If  It  appears  to 
the  Secretary  that  the  drug  will  be  used  to  cure  or  treat  disease  conditions 
which  do  not  occur  or  are  of  low  Incidence  In  the  United  States  or  It  If 
appears  that  the  benefits  associated  with  the  use  of  the  drug  In  the  foreign 
country  may  exceed  the  risks  associated  with  the  use  of  the  drug  In  that 
country. " 

In  our  view.  Section  802,  if  enacted,  would  make  totally  academic  the 
question  of  whether  a United  States -based  multinational  pharmaceutical  company 
would  seriously  consider  production  In  the  United  States  of  prescription  human 
use  pharmaceuticals  for  export  to  other  countries.  The  procedures  and  certifica- 
tions which  must  be  obtained  and  the  conditions  Imposed  on  the  Secretary 
In  order  to  Issue  an  export  permit  are  so  limiting  and  onerous  that  companies 
will  undoubtedly  manufacture  the  drug  through  a foreign  subsidiary  In  order 
to  supply  the  foreign  country  In  question.  Forcing  pharmaceutical  companies 
to  utilize  foreign  operations  In  order  to  supply  pharmaceuticals  to  European 
countries  and  other  large  markets  will  have  a direct  negative  Impact  on  this 
country's  balance  of  payments  and  will  decrease  jobs  and  capital  Investment 
In  the  United  States.  This  section  should  be  revised  to  allow  the.  export 
from  this  country  of  unapproved  drug  products  under  the  reasonable  set  of 
criteria  adopted  In  the  House  passed  version  of  the  Medical  Device  Amendments 
of  1976. 

National  Center  for  Drug  Science 

Section  201  of  Title  IT  would  amend  the  Public  Health  Service  Act 
to  create  a National  Center  for  Drug  Science  within  the  Department  of  Health 
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Education  and  Welfare.  The  Center  would  have  two  principal  functions:  the  conduct 
and  support  of  research  and  making  grants  for  training  in  clinical  pharmacology 
and  clinical  pharmacy.  The  research  functions  include  Investigations:  (1) 
of  the  safety  and  effectiveness  of  approved  drugs;  (2)  for  the  development 
of  drugs  for  low  Incidence  diseases;  and  (3)  to  facilitate  breakthroughs  in 
drug  science  research.  The  training  functions  of  the  Center  would  Include 
grants  to  schools  to  assist  programs  of  training  In  clinical  pharmacology 
and  clinical  pharmacy. 

The  training  function  is  meritorious.  However,  the  broad  research 
functions  raise  a number  of  questions.  The  bill  does  provide  that,  prior 
to  undertaking  some  aspects  of  research,  the  Center  must  publish  a notice 
In  the  Federal  Register.  Further,  It  must  be  found  that  research  of  a similar 
nature  Is  not  currently  being  conducted,  that  the  research  is  of  special 
significance,  and  that  there  Is  either  no  or  minimal  private  research  of  a 
scientific  nature.  Despite  these  limitations,  we  are  fearful  that  the  research 
functions  will  result  In  serious  Intrusions  Into  the  historic  research  and 
development  province  of  private  Industry  and  academic  sectors.  We  recognize 
that  the  bill  attempts  to  resolve  some  of  the  problems  that  were  raised  regarding 
the  placing  of  research  capabilities  with  government  bodies.  However,  the 
government  could  still  become  Involved  In  competitive  research;  and  therefore  we 
object  to*  expanding  the  role  of  the  National  Center  to  Include  research 
functions.  * 

The  Center  would  also  be  Involved  In  research  In  assessing  the  Impact 
of  regulation  on  drug  Innovation  and  development  and  problems  regarding  risk 
and  benefit  ratios.  The  goal  Is  laudable,  but  we  oppose  the  mechanism.  In  our 
view,  an  Independent  body  or  a consortium  of  Industry,  health  professionals, 
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government,  and  academia  would  be  the  appropriate  vehicle  for  evaluating  such 

subjects. 

Another  portion  of  the  bill  calls  for  the  Director  to  report  on 
promising  areas  of  any  new  techniques  In  drug  science  research  and  on  diseases 
and  conditions  where  current  research  Is  Insufficient.  Under  this  authority, 
the  Center  could  dictate  priorities  In  drug  research,  thus  Inhibiting  scientific 
inquiry  and  perhaps  leading  to  nationalization  of  drug  research. 

A National  Advisory  Board  on  Clinical  Pharmacology  and  Clinical 
Pharmacy  would  be  established,  under  this  bill,  to  advise  the  Center  with 
repsect  to  the  Center's  responsibilities  under  Title  II.  We  support  the  concept 
of  providing  for  advisory  committees  where  needed;  and  a Board  to  advise 
the  Center  seems  warranted.  If  the  Center's  role  Is  limited  to  training 
functions,  then  the  Board's  role  should  also  be  so  limited. 

Establishment  of  FDA 

Title  III  would  establish  an  agency  known  as  the  Food  and  Drug 
Acknlnl  strati  on  within  the  Department  of  Health,  Education  and  Welfare.  We 
assume  the  objective  of  the  new  structure  Is  to  give  the  FDA  Independent  status. 
We  have  no  specific  comments  on  this  proposed  change. 

We  agree,  however,  that  the  functions  of  FDA  should  be  consolidated 
In  a single  campus  and  have  previously  supported  relocation  of  the  FDA's 
scientific  activities  to  be  .adjacent  to  a major  existing  research  facility 
such  as  the  NIH  campus. 

Title  III  would  require  advisory  eomnlttee  members  to  make  public 
financial  disclosures.  While  we  agree  that  questions  as  to  conflict  of 
interest  must  be  resolved  In  selecting  advisory  conml ttees , we  are  concerned  * * 
that  public  disclosure  of  committee  members'  financial  situations  will  discourage 
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participation  by  many  reputable  and  highly  competent  Individuals.  Accordingly, 
we  suggest  that  such  disclosures  need  not  be  made  public. 


FDA  legal  Actions 

The  FDA  would  also  be  provided  authority  to  Initiate  Its  own  legal 
actions.  In  our  view,  the  Justice  Department  effectively  represents  the 
Agency's  Interest  In  the  Federal  Courts.  In  addition,  use  of  a non-FDA 
prosecutorial  force  does  serve  as  an  appropriate  moderating  Influence  on 
FDA's  zeal.  The  current  system  Is  a fair  one  which  works  and  should  be 
maintained. 

Mr.  Thompson.  Thank  you.  Because  of  the  limitation  of  time,  we 
will  merely  touch  on  some  of  the  sections  today  that  have  the 
greatest  impact  on  the  small  drug  companies.  In  our  opinion,  the 
bill  gives  unprecedented  discretionary  authority  to  the  Secretary 
which  would  have  a devastating  effect  on  the  small  drug  compa- 
nies. The  Secretary  could  literally  put  a company  out  of  business 
by  exercising  the  powers  conferred  upon  him  by  S.  1075  to,  first  of 
all,  issue  his  own  subpena  commanding  the  presence  of  individuals 
anywhere  in  the  United  States;  two,  require  batch  certification  for 
any  drug;  three,  require  virtually  any  records  which,  in  his  judg- 
ment, are  appropriate;  four,  conduct  searches  of  private  property 
without  limitations;  five,  restrict  hearing  rights  and  due  process 
guarantees  of  manufacturers;  six,  limit  the  distribution  and  use  of 
prescription  drug  products,  require  investigations  for  suspected  or 
even  trivial  adverse  effects  and  permit  FDA  to  be  prosecutor, 
judge,  and  jury  in  imposing  civil  penalties.  NPA  recognizes  that  a 
Federal  agency  must  have  reasonable  authority  to  fulfill  its  respon- 
sibility, but  the  discretionary  provisions  of  this  bill  go  far  beyond 
the  authority  that  should  be  conferred  on  the  Secretary. 

Although  we  endorse  the  general  provisions  of  section  117,  we 
would  suggest  the  deletion  of  the  word  “mailed”  appearing  on  line 
9 of  page  22  of  S.  1075.  We  believe  it  essential  that  sampling  or 
furnishing  starter  doses  be  permitted  in  response  to  written  physi- 
cian requests  provided  appropriate  records  are  maintained  indicat- 
ing the  amount  of  the  drug  product,  the  date,  and  the  name  of  the 
physician.  The  small  company  cannot  afford  to  advertise  in  the 
medical  journals,  print  colorful  brochures,  or  host  educational  sem- 
inars. For  many  of  our  members,  the  only  method  of  making  the 
physician  aware  of  their  products  is  to  provide  starter  doses  for  the 
evaluation  by  the  doctor  during  a visit  by  the  detail  man.  To 
require  a previously  mailed  request  would  increase  the  administra- 
tive expense  of  providing  starter  doses.  Experience  has  shown  that 
physicians  traditionally  continue  to  prescribe  higher  price  brand 
products  after  the  patent  expires,  although  lower  price,  comparable 
quality  generic  drugs  are  available.  By  providing  starter  doses  to 
the  physician,  the  small  drug  company  is  able  to  reduce  the  cost  of 
drugs  to  the  patient  and  to  the  taxpayer  in  medicaid  and  medicare 
programs. 

We  are  disappointed  that  S.  1075  does  not  provide  for  Federal 
preemption  of  the  State  laws  concerning  the  packaging  and  label- 
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ing  of  drug  products.  This  has  been  an  extremely  troublesome  area 
for  our  members  since  many  States  have  conflicting  laws  and 
regulations. 

With  respect  to  section  111  which  requires  the  name  of  the 
actual  manufacturer  to  appear  in  the  identification  labeling,  we 
would  like  to  have  the  option  of  listing  the  name  and  address  of 
the  manufacturer  or  the  manufacturer's  registration  number.  If  a 
distributor  purchases  a drug  product  various  manufacturers,  he 
would  have  to  print  different  labels  with  each  purchase.  However, 
if  he  was  able  to  utilize  the  registration  number,  he  could  mass 
produce  his  labels  and  merely  overprint  the  number.  We  believe  a 
more  flexible  method  of  defining  drug  efficacy  should  be  adopted. 

In  those  instances  where  scientific  evidence  of  effectiveness 
cannot  be  demonstrated,  the  Secretary  on  advice  of  qualified  ex- 
perts should  be  allowed  to  exercise  discretion.  This  was  done  in  the 
medical  devices  amendments  of  1976,  and  we  urge  that  similar 
language  be  included  in  S.  1075. 

NPA  is  opposed  to  the  provisions  of  S.  1075  that  eliminate  the 
“grandfather,"  “old,"  and  “new"  drug  distinctions.  The  small  drug 
company  in  many  instances  would  be  unable  to  bear  the  expenses 
of  testing  all  drugs  he  has  been  marketing  for  years.  These  provi- 
sions will  tend  to  eliminate  competition  and  thereby  increase  the 
cost  of  drugs  to  the  consumer. 

Mr.  Chairman,  thank  you  again  for  giving  us  the  opportunity  to 
testify  and  we  are  prepared  to  offer  assistance  in  achieving  the 
goals  and  objectives  of  S.  1075. 

Senator  Kennedy.  Thank  you  very  much. 

Mr.  Bolger,  we  welcome  you  here.  We  remember  very  well  being  at 
your  conference  a little  over  a year  ago. 

Mr.  Bolger.  We  were  delighted  to  have  you. 

Senator  Kennedy.  I enjoyed  it  very  much. 

Mr.  Bolger.  Senator  Kennedy,  Senator  Schweiker,  I have  with 
me  today  Kathy  McGee  who  is  our  vice  president  of  professional 
service,  and  on  behalf  of  the  194  chain  drug  corporations  that 
NACDS  represents  which  operate  12,000  chain  drug  units,  I want 
to  express  my  appreciation  for  your  kind  invitation  for  present  our 
view  on  the  Drug  Regulation  Reform  Act  of  1979  which  is  the 
subject  of  these  hearings  today.  In  this  regard,  I wish  to  comment 
that  my  prepared  statement  will  focus  primarily  on  two  key  provi- 
sions of  the  legislation  S.  1075  that  have  been  introduced  by  you 
Senator  Kennedy  and  six  cosponsors. 

The  two  provisions  that  I am  referring  to  are  the  extensive 
patient  labeling  requirements  and  the  posting  of  prescription  drug 
prices,  both  of  which  are  found  in  section  504  of  the  bill.  With 
respect  to  patient  labeling,  NACDS  is  basically  in  support  of  the 
concept  of  providing  consumers  with  as  much  useful  information 
possible  about  the  drugs  that  they  are  taking.  However,  we  are 
deeply  disturbed  over  the  methodology  that  would  be  mandated  to 
provide  patient  labeling  to  consumers  and  its  economic  impact  on 
the  cost  of  delivering  prescription  drug  products  at  the  retail  level. 

In  our  opinion,  to  mandate  patient  package  inserts,  or  PPTs,  for 
all  prescription  drugs  and  to  require  that  pharmacists  must  pro- 
vide this  information  to  patients  when  the  drug  is  dispensed  is  very 
questionable  in  and  of  itself  for  a number  of  reasons. 
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The  first  being  that  such  a massive  labeling  program,  as  spelled 
out  in  this  measure,  would  dramatically  discourage  meaningful 
dialog  between  health  care  providers  and  patients  about  drug  ther- 
apy. Rather  than  attempting  to  encourage  communication  on  the 
proper  use  of  prescription  drugs  and  what  steps  to  take  in  the 
event  that  a problem  arises,  PPI’s  would  become  the  sole  source  of 
information  for  patients  on  which  they  would  base  their  decision 
whether  or  not  to  take  a prescribed  medication. 

Second,  we  must  seriously  question  the  practicality  of  requiring 
the  pharmacist  to  provide  these  inserts.  The  pharmacists  do  not 
have  the  authority  to  make  changes  in  the  prescription  order  in 
the  event  that  the  patient  becomes  alarmed  about  taking  the  medi- 
cation after  reading  the  informational  insert.  We  are  certain  that 
this  will  happen  because  of  the  profusion  of  information  that  is 
contained  in  the  labeling  which  highlights  in  excruciating  detail 
every  conceivable  contraindication,  adverse  reaction  and  side  effect 
that  could  possibly  occur. 

In  this  regard,  it  would  seem  more  appropriate  for  the  physician 
to  provide  the  insert  during  the  office  visit,  and  I would  urge  that 
this  subcommittee  seek  out  the  views  of  the  American  Medical 
Association  on  this  point.  If  an  insert  were  provided  during  the 
patient’s  appointment  with  the  doctor,  questions  could  be  asked, 
and  if  the  patient  is  still  hesitant  about  taking  the  prescribed  drug, 
alternative  therapy  could  be  prescribed.  Additionally,  if  in  the 
event  that  the  physician  decides  to  withhold  patient  labeling,  as 
this  legislation  would  permit,  that  judgment  could  be  made  right 
there  in  the  doctor’s  office. 

From  a logistical  standpoint,  requiring  physicians  to  distribute 
patient  labeling  would  be  much  more  feasible.  Doctors  rarely  pre- 
scribe more  than  30  to  40  drugs  in  their  practice.  The  modem 
pharmaey,  in  comparison,  carries  several  thousand  different  prod- 
ucts.  The  economic  impact  on  our  drug  chains  and  other  retail 
^pharmacies,  especially  our -smaller  members  which  operate  stores  4 
to  25  stores  in  number,  would  be  devastating  if  Congress  mandates 
this  program. 

Every  community  pharmacy  in  the  United  States  will  have  to  be 
redesigned  in  order  to  accommodate  countless  thousands  of  inserts 
to  insure  that  adequate  numbers  of  these  pamphlets  are  available 
to  accompany  a drug  when  it  is  dispensed.  Not  only  are  we  con- 
cerned about  the  cost  of  renovation,  but  we  are  also  concerned 
about  the  lost  floor  space  which  will  mean  a reduction  in  sales 
revenue  because  other  merchandise  will  be  displaced  by  a huge 
retrieval  system  that  will  be  needed  to  store  PPI’s.  Such  a require- 
ment on  pharmacies  with  less  than  8,000  square  feet  would  be 
more  than  could  be  absorbed  in  terms  of  costs. 

Another  cost  factor  which  has  not  yet  been  addressed  is  the 
product  liability  potential  under  comprehensive  patient-labeling 
programs.  Retail  pharmacy  would  be  very  susceptible  to  product 
liability  lawsuits  if  the  wrong  insert  is  provided  or  if  the  customer 
claims  that  no  insert  was  given  when  the  drug  was  dispensed.  This 
situation  will  certainly  arise  because  right  now  with  only  a few 
drugs  required  to  have  PPI’s  accompany  them,  our  members  are 
having  an  extremely  difficult  time  getting  sufficient  numbers  of 
these  pamphlets  from  the  manufacturer.  At  present,  it  is  not  un- 
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usual  for  a chain  drug  member  to  dispense  a drug  such  as  an 
estrogen  product  without  an  insert  because  of  this  distribution/ 
availability  problem.  Although  this  is  a violation  of  the  law,  our 
pharmacists  are  more  concerned  about  not  disrupting  the  patient’s 
therapy  than  about  providing  an  insert.  In  essence,  we  cannot  turn 
a patient  away  simply  because  we  do  not  have  a piece  of  paper. 

Since  costs  are  a paramount  concern  to  our  industry  relative  to 
this  patient-labeling  requirement,  NACDS  intends  to  embark  on  a 
study  to  attempt  to  get  together  some  pertinent  data  as  to  the  total 
impact  that  this  program  would  have  on  the  price  of  drugs  at  the 
retail  pharmacy  level.  Our  members  feel  that  an  across-the-board 
PPI  program  would  increase  the  cost  of  drugs  at  the  retail  level 
anywhere  from  8 to  16  percent.  Thus,  it  would  be  our  hope  to  share 
with  you  the  results  of  our  study  so  the  subcommittee  can  weigh 
these  costs  in  relationship  to  perceived  benefits  of  a patient-label- 
ing program. 

I realize  that  much  of  my  testimony  has  spelled  out  our  concerns 
with  respect  to  this  legislation,  but  I would  like  to  offer  what  our 
organization  firmly  believes  would  be  an  alternative  approach  for 
patient  labeling  which  would  achieve  the  goals  of  providing  con- 
sumers with  more  information  on  the  drugs  that  they  are  taking 
with  significantly  less  amount  of  costs  and  burden  upon  retail 
pharmacy. 

In  brief,  NACDS  wishes  to  recommend  a notebook-binder  system 
that  would  contain  patient-labeling  information  which  would  be 
available  in  the  physician’s  office  and  in  the  pharmacy  department 
so  that  the  consumer  would  have  ample  opportunity  to  study  this 
information  and  ask  any  questions  he  might  wish  to  ask. 

The  inserts  could  be  indexed  by  either  their  generic  and  brand 
name  or  both  for  easy  reference.  Additionally,  under  this  system,  if 
the  patient  wanted  a copy  of  the  insert  to  take  home  for  further 
review,  all  the  patient  would  have  to  do  is  request  the  labeling 
from  the  physician  or  pharmacist. 

I have  with  me  a sample  of  what  this  notebook  system  might 
look  like.  This  particular  notebook  display  which  would  contain  the 
patient-labeling  information  was  developed  by  the  Thrift  Drug  Co. 
of  Pittsburgh,  Pa.,  and  one  of  the  key  advantages  of  such  a system 
would  be  that  in  those  circumstances  when  there  are  changes  or 
revisions  to  the  label,  they  could  be  more  easily  and  expeditiously 
implemented  at  the  retail-pharmacy  level.  The  new  labeling  would 
simply  be  inserted  into  the  notebook  as  soon  as  it  is  received  from 
the  manufacturer,  and  the  labeling  that  is  no  longer  valid  would  be 
removed.  In  summary,  NACDS  enthusiastically  endorses  a note- 
book-binder system,  but  with  the  proviso  that  such  a system  sup- 
plants the  requirement  that  individual  patient  package  inserts  ac- 
company all  prescription  drugs. 

Senator  Kennedy.  Could  we  see  that,  Ms.  McGee? 

Mr.  Bolger.  We  feel  that  this  could  be  put  on  a table  or  a 
podium-type  thing  in  the  pharmacy  and  made  readily  available  to 
prescription  patients. 

Ms.  McGee.  Senator,  may  I comment  that  the  inserts  that  we  are 
using  there  are  supplied  by  several  commercial  firms.  They  are  not 
the  exact  inserts  required  by  FDA  right  now,  but  we  used  those  as 
examples. 
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Mr.  Bolger.  With  respect  to  price  posting.  On  the  issue  of  pre- 
scription-drug-price posting  that  would  also  be  mandated  under 
this  legislation,  NACDS  wishes  to  state  our  total  opposition  to  such 
a requirement.  In  view  of  the  fact  that  prescription  drug  prices  are 
changing  constantly,  the  burden  of  keeping  these  price-posting 
signs  current  would  be  substantial. 

Additionally,  it  is  our  opinion  that  mandatory  Federal-price  post- 
ing would  be  of  little  value  to  the  consumer,  especially  the  elderly 
who  because  of  either  physical  limitations  or  lack  of  transportation 
cannot  go  from  pharmacy  to  pharmacy  and  comparison  shop.  I 
might  also  mention  that  many  NACDS  members  are  already  pro- 
viding drug  price  information  through  advertisements,  flyers  and 
price  books  and  are  more  than  willing  to  quote  prices  over  the 
phone.  Why  lock  the  chain-drug  industry  into  price  posting  which 
would  inhibit  and  standardize  the  dissemination  of  this  type  of 
important  information?  It  might  interest  the  subcommittee  to 
know  that  in  those  States  that  require  price  posting,  it  is  our 
competitors  who  are  utilizing  this  information  to  see  what  one 
pharmacy  is  charging  for  a particular  drug.  In  my  opinion,  this 
would  seem  to  have  anticompetitive  overtones  which  would  not  be 
in  the  best  interest  of  the  consuming  public. 

Instead  of  mandating  the  posting  of  prescription  drug  prices, 
NACDS  is  of  the  opinion  that  a sign  which  would  be  displayed  in 
the  pharmacy  department  alerting  consumers  that  price  informa- 
tion on  prescription  drugs  is  available  upon  request  would  be  the 
best  way  in  which  to  encourage  the  general  public  to  inquire  about 
costs  before  making  their  purchases. 

Mr.  Chairman,  this  concludes  my  statement  on  the  Drug  Regula- 
tion Reform  Act  of  1979,  and  I will  be  pleased  to  answer  any 
questions  the  subcommittee  might  have  regarding  my  testimony. 
Thank  you. 

Senator  Kennedy.  On  the  patient-package  insert,  we  run  into  a 
dilemma,  as  you  can  well  understand.  The  doctors  want  to  be  able 
to  prohibit  it.  The  doctors  feel  that  if  manufacturers  insert  it,  they 
still  want  flexibility  of  not  including  it. 

So  we  have  the  different  groups  with  different  viewpoints.  All  of 
them  recognize  the  importance  of  it.  Yet  we  have  conflicting  views 
from  the  different  groups  that  deal  with  this  particular  matter.  So 
we  are  trying  to  accommodate  those  differing  views. 

Mr.  Thompson,  you  would  want  a preemption,  as  I understand  it, 
of  State  laws  by  the  Federal  law? 

Mr.  Thompson.  Yes. 

Senator  Kennedy.  That  poses  a problem  in  some  communities 
and  some  States  with  large  Spanish-speaking  populations.  This 
would  apply  to  Puerto  Rico  as  well.  You  would  prohibit  them  from 
issuing  it  in  Spanish.  Yet  there  is  an  increasing  number  of  people 
in  the  Southwest  who  speak  Spanish. 

It  is  a complicated  problem,  and  it  is  a difficult  one  for  us  to  face, 
and  we  are  glad  to  hear  your  views  on  it,  and  we  thank  you  for 
your  constructive  recommendation  in  terms  of  this  alternative. 

I have  no  further  questions. 

Senator  Schweiker.  I have  none. 
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Senator  Kennedy.  We  want  to  thank  you  very  much.  Mr.  Marvin 
K ratter,  chairman  of  the  board  and  president  of  Rom-Amer  Phar- 
maceuticals, Ltd. 

STATEMENT  OF  MARVIN  KRATTER,  PRESIDENT  AND  CHIEF 
EXECUTIVE  OFFICER  OF  ROM-AMER  PHARMACEUTICALS,  LTD. 

Mr.  Kratter.  My  name  is  Marvin  Kratter,  and  I am  president 
and  chief  executive  officer  of  Rom-Amer  Pharmaceuticals  Ltd.,  a 
small  public-owned  pharmaceutical  company  based  in  Las  Vegas, 
Nev.  I am  deeply  grateful  to  the  distinguished  Senators  for  having 
been  granted  the  privilege  of  sharing  my  thoughts  with  you  today. 

I am  in  the  unfortunate  position  of  being  the  last  witness  today, 
and  I am  appalled  at  the  amount  of  my  thunder  which  has  already 
been  stolen  by  the  preceding  witnesses.  In  the  interest  of  conserv- 
ing time,  I am  going  to  depart  from  my  prepared  remarks  and  try 
not  to  go  over  the  ground  which  has  been  adequately  covered  by, 
for  example,  Mr.  Thompson,  in  terms  of  the  particularly  difficult 
problems  that  would  arise  were  the  Food  and  Drug  Commissioner 
to  be  invested  with  the  powers  set  out  in  the  bill. 

Senator  Kennedy.  We  will  include  your  entire  statement  in  the 
record. 

Mr.  Kratter.  I appreciate  that.  Basically,  I should  tell  you  that 
our  chief  activity  is  the  manufacture  and  distribution  of  a capsule 
called  Gerovital.  In  addition  to  our  manufacture  in  Nevada,  this 
product  is  being  manufactured  abroad  in  both  tablet  and  injectable 
forms  and  is  being  sold  and  has  been  sold  for  approximately  20 
years  in  60  countries  of  the  world.  We  manufacture  this  product  in 
accordance  with  a licensing  agreement  from  the  Romanian  Govern- 
ment. It  is  a product  that  was  discovered  25  years  ago,  or  formulat- 
ed, I should  say,  25  years  ago  in  Romania  by  Dr.  Ana  Aslan,  a 
noted  gerontologist. 

In  the  United  States,  Gerovital  H-3  is  now  manufactured  only 
within  the  State  of  Nevada,  and  its  manufacture  and  sale  there  is 
licensed  pursuant  to  an  act  of  the  Nevada  State  Legislature  2 years 
ago. 

Several  years  ago  we  filed  an  investigational  new  drug  applica- 
tion with  the  Food  and  Drug  Administration  and  conducted  many 
double  blind  studies  to  evaluate  safety  and  efficacy  particularly  in 
the  treatment  of  mental  depression  in  elderly  people.  Despite  the 
expenditure  of  a great  deal  of  time  and  money,  we  were  unable  to 
convince  the  Food  and  Drug  Administration  that  an  NDA  should 
be  approved.  The  agency  acknowledged  in  statements  by  various  of 
its  officials  that  the  studies  suggested  the  product  was  effective  for 
depression  but  insisted  on  more  data.  There  has  never  been  any 
question  of  its  safety. 

And  although  the  company  insisted  that  the  product  is  really 
only  effective  in  elderly  people,  the  FDA  insisted  that  the  company, 
at  its  cost,  include  a study  on  20-year-olds  which  was  self-defeating 
at  its  very  start.  Therefore  when  the  State  of  Nevada  legalized 
Gerovital  H-3  within  that  State,  our  company  decided  as  a matter 
of  business  judgment  that  it  could  no  longer  financially  afford  to 
attempt  to  satisfy  the  FDA  by  obtaining  all  of  the  unusually  volu- 
minous data  and  information  which  the  FDA  normally  demands 
for  an  approval  of  this  type  of  product.  We  expect  perhaps  at  some 
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time  in  the  future,  if  things  are  simplified  a little  bit,  to  again  be 
able  to  undertake  a research  program,  but  we  are  now  limiting  our 
activities  solely  to  the  State  of  Nevada. 

This  bill,  as  presently  proposed,  would  severely  restrict  and  possi- 
bly eliminate  completely  our  ability  to  do  business  in  Nevada,  even 
though  we  have  been  specifically  authorized  to  do  so  by  that  State's 
legislature. 

There  are  two  provisions  in  the  bill  which  we  believe  adversely 
affect  our  present  legitimate  intra,  as  distinguished  from  inter- 
state, activities.  The  first  one  is  section  104  of  the  bill,  line  16,  on 
page  2 which  adds  a new  subsection  301(s)  to  the  Federal  Food, 
Drug  and  Cosmetic  Act.  This  new  subsection(s)  declares:  “The  viola- 
tion of  any  requirement  imposed  under  section  504  or  506"  to  be  a 
criminal  act.  If  we  continued  to  operate  under  State  law,  we  would 
be  performing  a criminal  act. 

Senator  Schweiker.  Even  though  you  are  only  in  intrastate  com- 
merce and  the  State  of  Nevada  has  legalized  the  drug? 

Mr.  Kratter.  We  are  now  engaged  exclusively  in  intrastate  com- 
merce, Senator.  We  manufacture  not  only  the  product  there  but  all 
of  the  components  of  the  product.  The  product  consists  of  four 
chemicals,  all  of  which  have  been  known  to  the  medical  profession 
for  approximately  70  years.  One  of  these  products,  the  main  ingre- 
dient, procaine  hydrochloride — the  generic  name  for  novocaine— 
has  been  in  use  for  70  years,  and  is  in  the  United  States  Pharmaco- 
peia; the  other  components  of  the  product  are  stabilizers  and  pre- 
servatives. 

The  proposed  sections  504,  Patient  Information  Labeling,  page  8, 
line  10,  through  page  26,  line  18;  and  506,  Distribution  and  Dis- 
pensing Requirements,  Post-marketing  Surveillance,  Further  Scien- 
tific Investigations  and  Batch  Certification,  page  42,  line  3,  through 
page  51,  line  21,  impose  certain  requirements  on  drug  manufactur- 
ers directly  and  authorize  the  Food  and  Drug  Administration,  on 
its  own,  to  impose  others  by  regulation.  None  of  the  requirements 
sought  to  be  imposed  by  this  new  legislation  are  limited  to  products 
which  are  now  or  have  been  in  interstate  commerce,  which  means 
that  there  is  no  grandfathering,  and  in  effect,  that  the  FDA  could 
decide  to  put  this  company  out  of  business. 

Now,  since  neither  the  new  proposed  section  301(s)  nor  sections 
504  and  506  incorporate  any  interstate  commerce  requirements  in 
order  to  give  the  Commissioner  jurisdiction,  these  amendments,  in 
our  opinion,  would  unconstitutionally  impinge  directly  on  purely 
intrastate  activities  such  as  ours.  I do  not  think,  in  these  days  of 
decentralization  and  of  the  recognition  of  the  rights  of  States,  that 
the  FDA  should  be  permitted  to  erase  and  eliminate  State  lines 
which  have  been  constitutionally  recognized  by  the  Founding  Fa- 
thers in  the  Constitution.  For  practical  purposes,  we  would  become 
one  giant  Federal  state. 

Now,  I cannot  summarize  all  of  the  ways  in  which  sections  504 
and  506  can  be  applied  to  intrastate  activities  other  than  to  point 
out  that  the  proposed  section  504(a)(2)  requires  that  labeling  pro- 
vide adequate  directions  for  use  while  proposed  section  504(g)(2), 
page  16,  line  9,  would  prohibit  the  use  of:  ^'indications  for  use  or 
dosage  recommendations  for  which  the  drug  has  not  been  found  to 
be  safe  and  effective  by  the  Secretary."  So  it  is  impossible,  in  any 
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possible  way,  for  products  approved  only  by  a State  to  comply  with 
both  provisions. 

Now,  while  intrastate  products  would  not  be  legally  required  to 
be  submitted  to  the  FDA  for  evaluation,  they  would  effectively  be 
prohibited  by  301(s)  from  providing  the  required  adequate  direc- 
tions unless  they  did  obtain  FDA  approval  on  those  directions. 

Since  Senate  bill  1075  makes  no  change  in  the  jurisdictional 
requirement  of  movement  in  interstate  commerce  presently  re- 
quired by  the  Federal  Food,  Drug  and  Cosmetic  Act,  it  would  be 
anamalous  to  add  regulations  of  some  intrastate  activities  under 
504  and  506.  There  is  no  logical  reason  for  such  a dichotomy  in 
regulatory  authority,  and  it  should  be  eliminated. 

Our  attorneys  have  informed  me  that  a reasonable  means  to 
accomplish  this  would  be  to  modify  the  proposed  section  301(s), 
page  2,  to  read: 

The  violation  by  any  person  of  any  requirement  imposed  under  Section  504  or  506 
if  such  act  is  done  with  respect  to  a drug  which  that  person  manufactures  for 
distribution  in  interstate  commerce,  distributes  in  interstate  commerce,  or  holds  for 
sale  (whether  or  not  the  first  sale)  after  shipment  in  interstate  commerce. 

Senator  Schweiker.  Let  me  say,  Mr.  Kratter,  this  is  not  my  bill, 
but  I can  say  that  it  was  not  the  intent  of  the  sponsor  of  the  bill  to 
have  504  or  506  apply  to  completely  intrastate  commerce.  While 
there  may  be  a misunderstanding  and  a clarification  may  be 
needed  here,  I think  I can  say  the  intent  is  not  to  do  what  you  are 
concerned  about  in  504  and  506. 

Mr.  Kratter^  I should  also  point  out  that  the  second  provision 
which  is  of  equal  concern  to  our  company  is  the  proposed  amend- 
ment of  section  709  of  the  bill  which  appears  as  section  131,  page 
54,  line  14.  This  proposed  amendment  would  create  a presumption 
that  interstate  commerce  automatically  exists  for  jurisdictional 
purposes  in  any  enforcement  action  including  criminal  prosecu- 
tions under  the  Federal  Food,  Drug  and  Cosmetic  Act. 

Now,  I understand  that  the  intention  of  the  provision  is  to  shift 
to  the  manufacturer  the  burden  of  showing  whether  or  not  inter- 
state commerce  exists  in  a particular  enforcement  action.  This  is 
based  on  the  theory  that  he  will  have  better  sources  of  information 
to  show  whether  or  not  this  element  exists.  On  this  point,  I would 
like  to  submit  a short  quotation  from  a leading  Supreme  Court  case 
dealing  with  this  type  of  presumption. 

In  the  case  of  Tot  v.  United  States,  319  U.S.  463  (1943)  the  court 
through  Mr.  Justice  Roberts  stated: 

Nor  can  the  fact  that  the  defendant  has  the  better  means  of  information,  standing 
alone,  justify  the  creation  of  such  a presumption.  In  every  criminal  case  the  defend- 
ant has  at  least  an  equal  familiarity  with  the  facts  and  in  most  a greater  familiarity 
with  them  than  the  prosecution.  It  might,  therefore,  be  argued  that  to  place  upon 
all  defendants  in  criminal  cases  the  burden  of  going  forward  with  the  evidence 
would  be  proper.  But  the  argument  proves  too  much.  If  it  were  sound,  the  legisla- 
ture might  validly  command  that  the  finding  of  an  indictment,  or  mere  proof  of  the 
identity  of  the  accused,  should  create  a presumption  of  the  existence  of  all  the  facts 
essential  to  guilt.  This  is  not  permissible. 

For  the  Secretary  to  be  able  to  automatically  presume  we  are  in 
interstate  commerce  and  then  say,  “Now,  you  prove  that  you  are 
not  in  interstate  commerce”  creates  a burden  of  proof  that  is  not 
consistent  with  the  normal  American  judicial  system. 
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Now,  we  feel  if  this  709  were  amended  so  that  the  Food  and  Drug 
Administration  would  not  be  required  to  have  evidence  of  inter- 
state activity  before  being  able  to  bring  an  enforcement  action,  we 
could  be  shut  down,  we  could  be  put  out  of  business,  and  everytime 
we  made  a new  batch  of  product,  the  same  problem  could  occur. 

Now,  I do  not  think  that  it  is  the  intention  of  this  bill  or  the 
desire  of  this  committee  to  take  away  our  legal  rights  or  to  put  the 
burden  of  proof  upon  us  of  proving  our  innocence.  I think  the 
burden  of  proof  has  to  rest  on  the  prosecutorial  agency,  whoever  it 
may  be,  to  have  evidence  of  each  element  of  an  offense  before 
instituting  court  action. 

I ask  you  now  to  consider  the  effect  of  these  proposals  in  a 
situation  such  as  ours  where  a State,  a sovereign  State,  has  specifi- 
cally decided  through  its  legislative  process  that  it  wishes  to  allow 
its  citizens  to  decide  for  themselves  if  they  wish  to  use  a specified 
safe  product,  and  I would  suggest  that  the  proper  respect  for  our 
Federal  system  demands  at  least  that,  under  these  circumstances, 
the  wishes  of  the  State  concerning  the  rights  of  its  own  citizens  be 
respected,  and  that  in  any  event,  the  continued  extension  of  this 
type  of  intrastate  interference  effectively  negates  the  separation  of 
the  powers  of  the  State  and  Federal  Governments. 

I am  not  commenting  on  1045  because  I do  not  believe  that  is  at 
issue  today,  but  that  bill,  too,  would  automatically  put  us  out  of 
business  by  eliminating  any  requirement  for  interstate  commerce 
for  FDA  jurisdiction. 

Now,  I am  not  taking  time  to  fully  comment  on  the  provisions 
which  purport  to  cure  the  drug  lag  and  to  shorten  the  period  of 
investigation  before  a new  drug  application  is  accepted,  but  I think 
that  this  type  of  thing  is  not  designed  to  help  smaller  companies 
like  ours  get  a new  drug  into  the  hands  of  the  public  even  though 
that  drug  may  have  been  in  use  in  60  countries  for  20  years  or 
more,  in  the  highly  sophisticated  countries  that  were  mentioned 
earlier  today  like  Switzerland,  West  Germany,  Great  Britain,  Hol- 
land, and  France,  where  it  is  available  without  even  the  require- 
ment for  a prescription. 

Now,  I heartily  concur  that  no  drug  should  be  made  available  to 
the  American  people  until  its  safety  is  proven  beyond  any  question 
of  a doubt.  The  problem,  however,  is  that  the  operation  of  the  food 
and  drug  laws  as  constituted  today  imposes  a burden  of  an  average 
of  8 years  and  $24  million  before  a new  drug  which  has  proved 
itself  worldwide  in  other  countries  which  maintain  high  drug  regu- 
latory standards,  can  be  accepted  by  the  FDA  as  being  safe  and 
effective  pursuant  to  the  congressional  mandate  imposed  upon  that 
Agency  by  the  1962  efficacy  changes  in  the  law. 

Now,  the  American  citizen  today  appears  to  be  the  only  one  in 
the  world  without  the  constituency  of  his  own  body,  and,  by  virtue 
of  the  efficacy  requirements  of  the  existing  law,  he  is  not  given  the 
freedom  of  choice  to  decide,  even  with  the  advice  and  consultation 
of  his  own  personal  physician,  as  to  whether  or  not  he  may  elect  to 
have  a drug  administered  or  dispensed  to  him  in  an  attempt  by  his 
physician  to  determine  whether  or  not  that  particular  drug  is 
efficacious  for  that  particular  patient  in  the  treatment  of  one  or 
more  various  illnesses. 
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This  bill,  in  my  humble  opinion,  if  the  drug  laws  ought  to  be 
revised  at  this  time,  should  reconvey  to  the  average  American  the 
freedom  of  choice  of  which  he  was  deprived  by  the  1962  efficacy 
requirements,  and  if  we  are  to  believe  the  announced  desires  of  our 
central  government  to  decentralize  its  activity  and  to  reduce  sharp- 
ly the  amount  of  regulation  to  which  our  citizens  are  now  subject- 
ed, then  a change  in  the  food  and  drug  laws  providing  for  freedom 
of  choice  could  be  a long  step  in  the  right  direction. 

And  as  you  probably  know,  in  the  House,  there  is  an  H.R.  54 
that  is  gradually  gaining  adherence;  I believe  it  is  now  endorsed  by 
150  Congressmen,  providing  for  the  complete  removal  from  FDA  of 
the  right  or  the  obligation  to  pass  upon  efficacy. 

It  is  indeed  difficult  to  understand  why  commonsense  and  reason 
would  not  provide  an  opportunity  at  least  for  an  extensive  field 
trial  of  a drug  such  as  ours  which  has  been  in  continuous  growing 
use  for  over  20  years  in  over  60  countries  of  the  world,  and  with 
that  type  of  massive  approval  of  its  efficacy  which  can  only  be 
demonstrated  by  its  continuously  increasing  use  all  over  the  world. 

This  is  particularly  important  and  this  is  very  significant  in  view 
of  the  fact  that  tens  of  millions  of  dollars’  worth  of  this  particular 
drug  and  many  others  are  being  smuggled  into  this  country  illegal- 
ly every  year,  and  smuggled  in  on  a basis  on  which  neither  our 
State  nor  Federal  Government  is  deriving  any  tax  benefit,  and  in 
connection  with  the  use  of  these  drugs,  thousands  of  Americans  are 
wasting  sorely  needed  dollars  in  terms  of  balance  of  payments  to 
travel  abroad  to  Europe,  Romania,  Mexico,  Jamaica,  and  other  like 
places  in  the  world  where  the  drug  is  and  has  been  dispensed  for 
20  years. 

It  is  difficult  to  understand  the  FDA’s  desire  to  penetrate  our 
State  lines  to  prevent  the  use  by  Nevada  citizens  of  this  product 
produced  in  Nevada  which  is  not  being  illegally  imported  by  them 
every  year,  when  the  same  Agency  does  nothing  to  prevent  the 
advertisement  within  the  United  States  of  the  availability  of  this 
drug  in  other  nontaxpaying  countries. 

I thank  you  for  your  time  and  would  be  happy  to  respond  to  any 
questions  you  may  have.  I have  cut  this  short  because  so  much  of 
the  ground  was  covered,  particularly  in  Mr.  Thompson’s  statement, 
and  I do  feel  that  conducting  searches  of  private  property  without 
limitations,  restriction  of  hearing  rights,  and  due  process  guaran- 
tees, and  permitting  FDA  to  be  prosecutor,  judge,  and  jury,  in 
imposing  civil  penalties,  are  unreasonable.  Thank  you.  I will  be 
glad  to  answer  questions. 

Senator  Schweiker.  Let  me  just  respond  to  the  first  two  points 
that  you  raised.  I think  I did  cover  the  first  one  already  when  I 
said  that  the  intent  of  the  sponsors  was  not  to  make  the  law  apply 
strictly  to  intrastate  commerce.  So  I think  the  problem  you  see 
there  can  be  rectified.  The  second  point  that  you  raised  relates  to 
the  presumption  of  interstate  commerce.  You  are  correct  in  read- 
ing the  bill  on  the  switch  in  presumptions.  That  is  obviously  an 
issue  before  the  committee.  We  will  certainly  be  discussing  it  fur- 
ther, and  I certainly  will  look  into  it.  That  point  is  at  issue,  and  it 
is  the  intent  of  the  bill,  as  written,  to  reverse  the  presumption. 

Thank  you  very  much  for  your  testimony.  We  appreciate  your 
participation  here  today. 
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At  this  point  I order  printed  all  statements  of  those  who  could 
not  attend  and  other  pertinent  material  submitted  for  the  record. 
[The  prepared  statement  of  Mr.  Kratter  and  material  referred  to 

follow:] 


666 


STATEMENT  OF  MARVIN  KRATTER 
RE:  S. 1075  and  S. 1045 

My  name  is  Marvin  Kratter,  I am  President  and  Chief 
Executive  Officer  of  the  Rom-Amer  Pharmaceuticals,  Ltd.  in 
I, .is  Vegas,  Nevada.  I am  deeply  grateful  to  the  Distinguished 
Senators  for  having  been  granted  the  privilege  of  sharing  my 
thoughts  with  you  today.  The  chief  activity  of  Rom-Amer  at 
this  time  is  the  manufacture  and  distribution  within  the 
state  of  Nevada  of  Gerovital  H-3  capsules.  In  addition  to 
its  manufacture  by  Rom-Amer  in  Nevada,  Gerovital  H-3  is 
presently  manufactured  abroad  in  tablet  and  in  injectable 
form  and  sold  in  60  countries  around  the  world.  Rom-Amer 
manufactures  its  product  pursuant  to  an  agreement  with 
Chimimportexport , an  export  agency  of  the  Romanian  government. 
It  was  in  Romania  that  Dr.  Ana  Aslan  discovered  and  initially 
utilized  Gerovital  H-3  for  use  in  alleviating  certain  symptoms 
of  aging. 

Gerovital  H-3  is  marketed  by  Rom-Amer  in  Nevada  for  use 
only  in  that  state.  Its  manufacture  and  sale  is  licensed 
pursuant  to  an  act  of  the  Nevada  legislature. 

Several  years  ago  Rom-Amer  filed  an  investigational 
application  with  the  United  States  Food  and  Drug  Administration 
and  conducted  many  controlled  double  blind  studies  of  Gerovital 
to  evaluate  its  efficacy,  particularly  in  the  treatment  of 
mental  depression  in  elderly  people.  Despite  the  expenditure 
of  a great  deal  of  time  and  money  Rom-Amer  was  unable  to 

convince  the  Food  and  Drug  Administration  that  a new  drug 
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application  should  be  approved.  The  Agency  acknowledged 
that  studies  suggested  the  product  was  effective  for  depression 
but  insisted  upon  more  data.  In  addition,  although  Rom-Amer 
sought  only  to  prove  effectiveness  of  the  product  in  the 
elderly,  the  agency  insisted  that  studies  be  done  in  patients 
in  other  age  groups  as  well.  When  the  state  of  Nevada 
legalized  Gerovital  H-3  within  that  state  Rom-Amer  decided, 
as  a matter  of  bus'iness  judgment,  that  it  could  no  longer 
financially  afford  to  attempt  to  satisfy  the  Food  and  Drug 
Administration  by  obtaining  all  of  the  data  and  information 
which  the  FDA  demanded  for  approval  of  this  product.  While 
we  expect,  at  some  time  in  the  future,  again  to  be  in  a 
position  to  undertake  such  a research  program,  we  are  now 
limiting  our  activities  solely  to  the  State  of  Nevada. 

S.1075  as  presently  proposed  would  severely  restrict 
and  possibly  eliminate  our  ability  to  do  business  in  Nevada 
even  though  we  have  been  specifically  authorized  to  do  so  by 
that  State's  legislature. 

There  are  two  provisions  in  the  bill  which  would,  we 
believe,  adversely  affect  our  present  legitimate  intrastate 
activities.  First,  Section  104  of  the  bill  (line  16  on  page 
2)  adds  a new  subsection  301 (s)  to  the  Federal  Food,  Drug 
and  Cosmetic  Act  . This  new  subsection  (s)  declares  "The 
violation  of  any  requirement  imposed  under  Section  504  or 
506"  to  be  a criminal  act.  Proposed  sections  504  ("Patient 
Information  Labeling"  page  8 line  10  through  page  26  line  18) 
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' ("Distribution  and  Dispensing  Requirements,  Post 
::  i!  >.  ‘ i mj  Surveillance  Further  Scientific  Investigations, 

o eh  C<  • r t i f i ca t i on  , " page  42  line  3 through  page  51  line 
y\)  impose  cm  tain  requirements  on  drug  manufacturers  directly, 
.1.  .mthorize  the  Food  and  Drug  Administration  to  impose 
lit  h • • r s by  regulation.  None  of  the  requirements  imposed  by 
Sect  ions  504  and  506  are  limited  to  products  which  are  now 
or  have  been  in  interstate  commerce.  Since  neither  the  new 
proposed  Section  301  (s)  nor  Sections  504  and  506  incorporate 
any  interstate  commerce  requirements,  these  amendments  would 
in  our  opinion  unconstitutionally  impinge  directly  upon 
purely  intrastate  activities  such  as  ours.  I will  not 
attempt  to  summarize  all  of  the  ways  in  which  Sections  504 
and  506  can  be  applied  to  intrastate  activities  other  than 
to  point  out  that  proposed  section  504(a) (2)  requires  that 
labeling  provide  "adequate  directions  for  use"  while  proposed 
section  504  (g)  (2)  (page  16,  line  9)  would  prohibit  the  use 
of  "indications  for  use  or  dosage  recommendations  for  which 
the  drug  has  not  been  found  to  be  safe  and  effective  by  the 
Secretary."  While  intrastate  products  would  not  be  legally 
required  to  be  submitted  to  the  FDA  for  evaluation,  they 
would  effectively  be  prohibited  by  301 (s)  from  providing  the 
required  "adequate  directions"  unless  they  did  obtain  FDA 
approval . 
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Since  S.1075  makes  no  change  in  the  jurisdictional 
requirement  of  movement  in  interstate  commerce  presently 
required  by  the  Federal  Food,  Drug,  and  Cosmetic  Act  for 
"new  drug,"  "misbranding"  or  "adulteration"  violations,  it 
would  be  anomalous  to  regulate  intrastate  activities  under 
504  and  506.  There  is  no  logical  reason  for  such  a dichotomy 
in  regulatory  authority  and  it  should  be  eliminated.  My 
lawyers  have  informed  me  that  a reasonable  means  to  accomplish 
this  would  be  to  modify  the  proposed  Section  301 (s)  (page  2 
line  18)  to  read: 

"The  violation  by  any  person  of  any  requirement 
imposed  under  Section  504  or  506  if  such  act  is  done 
with  respect  to  a drug  which  that  person  manufactures 
for  distribution  in  interstate  commerce,  distributes  in 
interstate  commerce,  or  holds  for  sale  (whether  or  not 
the  first  sale)  after  shipment  in  interstate  commerce." 

The  second  provision  which  is  of  equal  concern  to  our 

company  is  the  proposed  amendment  of  Section  709  of  the 

Federal  Food,  Drug,  and  Cosmetic  Act  which  appears  as 

Section  131  of  S.1075  (page  54  line  14).  This  proposed 

amendment  would  create  a presumption  that  interstate  commerce 

exists  for  jurisdictional  purposes  in  any  enforcement  action 

(including  criminal  prosecutions)  under  the  Federal  Food, 

Drug,  and  Cosmetic  Act.  I understand  that  the  intention  of 

this  provision  is  to  shift  to  the  manufacturer  the  burden  of 

showing  whether  or  not  interstate  commerce  exists  in  a 

particular  enforcement  action.  This  is  based  upon  the 

theory  that  he  will  have  better  sources  of  information  to 
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...  whether  or  not  this  element  exists.  On  this  point  I 
would  like  to  read  a short  quotation  from  a leading  Supreme 
Court  case  dealing  with  presumptions.  In  the  case  of  Tot  v. 
United  States,  319  U.S.  463  (1943)  the  court  through  Mr. 

Justice  Roberts  stated: 

"Nor  can  the  fact  that  the  defendant  has  the  better 
means  of  information,  standing  alone,  justify  the 
creation  of  such  a presumption.  In  every  criminal  case 
the  defendant  has  at  least  an  equal  familiarity  with 
the  facts  and  in  most  a greater  familiarity  with  them 
than  the  prosecution.  It  might,  therefore,  be  argued 
that  to  place  upon  all  defendants  in  criminal  cases  the 
burden  of  going  forward  with  the  evidence  would  be 
proper.  But  the  argument  proves  too  much.  If  it  were 
sound,  the  legislature  might  validly  command  that  the 
finding  of  an  indictment,  or  mere  proof  of  the  identity 
of  the  accused,  should  create  a presumption  of  the 
existence  of  all  the  facts  essential  to  guilt.  This  is 
not  permissible." 

In  our  particular  case  we  would  expect  the  results  of  the 
proposed  statutory  presumption  to  be  disastrous.  The  Food 
and  Drug  Administration  has  repeatedly  expressed 
unfavorable  views  to  the  press  and  to  the  Nevada  State 
legislature  concerning  our  product  and  its  continued  marketing. 
As  recently  as  last  week  the  Food  and  Drug  Administration  in 
a wire  to  the  Nevada  legislature  stated  that  Gerovital  H-3 
is  "not  an  approved  drug  for  any  indication ....  State  legis- 
lation offers  great  potential  for  promoting  its  illicit  use 
in  purporting  to  treat  the  manifestations  of  old  age.  This 
situation  is  being  closely  monitored  by  the  FDA." 
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Thus,  it  is  clear  that  the  Food  and  Drug  Administration 
continues  to  view  the  manufacture  and  marketing  of  Gerovital 
H-3,  even  within  the  State  of  Nevada  and  pursuant  to  an  act 
of  that  state's  legislature,  as  an  "illicit  use."  If 
Section  709  were  amended  as  proposed  to  eliminate  the  requirement 
that  the  Food  and  Drug  Administration  have  evidence  of 
interstate  activity  before  being  able  to  bring  enforcement 
actions,  we  are  convinced  that  the  agency  will  bring  such 
actions  against  us  and  the  courts  would  require  us  to  prove 
that  every  lot  of  Gerovital  H-3  in  question  does  not  have 
the  requisite  connection  with  interstate  commerce.  Indeed 
the  proposed  amendment  of  the  statute  contemplates  just  such 
actions . 

There  is  no  question  but  that  Rom-Amer  could  be  put  out 
of  business  by  the  costs  and  disruption  which  seizures, 
injunctions  and/or  criminal  actions  particularly  of  an  ex 
parte  nature  would  impose.  For  instance  even  if  the  agency 
brought  only  one  seizure  action  it  could  seize  all  of  the 
goods  on  hand  or  in  process  in  our  manufacturing  and  distributing 
facility,  effectively  putting  us  out  of  business  for  months, 
and  perhaps  years,  until  we  are  able  to  convince  a court 
that  our  product  does  not  have  the  necessary  interstate 
qualifications.  Even  if  we  won  such  a case  there  would  be 
nothing  to  stop  the  agency  from  instituting  another  action 
with  respect  to  goods  manufactured  the  next  month  on  the 
theory  that  the  active  ingredients  of  the  subsequent  batches 
might  have  come  from  outside  the  state.  We  would  then  once 
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.lguin  be  required  to  prove  that  our  activities  were  legal. 
Clearly  it  is  not  in  the  American  tradition  to  require  that 
a business,  specifically  authorized  by  State  statute,  have 
the  burden  and  be  required  to  prove,  and  perhaps  repeatedly 
prove,  its  innocence  where  the  prosecution  has  no  evidence 
that  it  is  in  fact  guilty  of  a violation  of  law. 

In  conclusion  I especially  ask  you  to  consider  the 
effects  of  these  proposals  in  a situation  such  as  ours, 
where  a State  has  specifically  decided  through  its  legislative 
process  that  it  wishes  to  allow  its  citizens  to  decide  for 
themselves  if  they  wish  to  use  a specified  safe  product.  I 
would  suggest  that  a proper  respect  for  our  federal  system 
demands  at  least  that,  under  these  circumstances  the  wishes 
of  the  State  concerning  the  rights  of  its  own  citizens  be 
respected,  and  that  in  any  event  the  continued  extension  of 
this  type  of  intrastate  interference  effectively  negates  the 
separation  of  the  powers  of  the  state  and  federal  governments. 

I have  not  commented  upon  S.1045.  Since  that  bill 
would  essentially  eliminate  any  requirements  for  the  existence 
of  interstate  commerce  before  FDA  jurisdiction  attaches, 
Rom-Amer  would  be  immediately  put  out  of  business.  I believe 
that  the  comments  which  I have  already  made  relating  to  the 
rights  of  a sovereign  State  to  specifically  allow  its  citizens 
to  make  certain  decisions  for  themselves  would  apply  with 
even  greater  force  to  that  bill. 
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I have  not  taken  the  time  or  space  at  this  time  to 
comment  on  the  provisions  of  the  bill  which  purport  to  cure 
the  drug  lag  and  to  shorten  the  period  of  investigation 
before  a new  drug  application  is  accepted.  (p.38  line  1) 

I think  it  is  important  that  the  public  understand, 
that  despite  the  fanfare  and  publicity  relating  to  this 
proposal,  it  in  effect  does  not  help  small  companies  such  as 
ours  get  a new  drug  into  the  hands  of  the  public  even 
though  that  new  drug  may  have  been  in  use  in  60  countries 
for  20  years  or  more,  without  even  the  requirement  of  a 
prescription.  I heartily  concur  that  no  drug  should  be  made 
available  to  the  American  people  until  its  safety  is  proven 
beyond  any  question  of  a doubt.  The  problem,  however,  is 
that  the  operation  of  the  food  and  drug  laws  as  constituted 
today  imposes  a burden  of  an  average  of  eight  years  and  24 
million  dollars  before  a drug  (which  has  proved  itself 
world-wide  in  countries  which  maintain  high  drug  regulatory 
standards)  can  be  accepted  by  the  FDA  as  being  effective 
pursuant  to  the  congressional  mandate  imposed  upon  that 
Agency  by  the  1962  efficacy  changes  in  the  law. 

The  American  citizen  appears  to  be  the  only  one  in  the 
world  today  without  a constituency  of  his  own  body  and  by 
virtue  of  the  efficacy  requirements  of  the  existing  law  he 
is  not  given  the  freedom  of  choice  to  decide,  even  with  the 
advice  and  consultation  with  his  personal  physician,  as  to 
whether  or  not  he  may  elect  to  have  a drug  administered 
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} i ■ j • n:..-d  to  him,  in  an  attempt  by  his  physician  to  determine 
i • - the  r or  not  that  particular  drug  is  efficacious  for  that 
lit  icular  patient  in  any  one  or  more  treatments  of  various 

illnesses. 

This  bill,  in  my  humble  opinion  if  the  drug  laws  are  to 
be  revised  at  this  time,  should  reconvey  to  the  average 
American  the  freedom  of  choice  of  which  he  was  deprived  by 
the  1962  efficacy  requirement,  and  if  we  are  to  believe  the 
announced  desires  of  our  central  government  to  decentralize 
its  activity  and  to  reduce  sharply  the  amount  of  regulation 
to  which  our  citizens  are  now  subjected,  a change  in  the 
food  and  drug  laws  providing  for  freedom  of  choice  could  be 
a long  step  in  the  right  direction.  It  is  indeed  difficult 
to  understand  why  common  sense  and  reason  would  not  provide 
an  opportunity  at  least  for  extensive  field  trials  of  a 
drug  such  as  ours  which  has  been  in  continuous  growing  use 
for  over  20  years  in  60  countries  of  the  world  with  no 
reported  side  effects  or  toxicity  problems,  and  with  that 
type  of  mass  approval  of  its  efficacy  which  can  only  be 
demonstrated  by  its  continuously  increasing  use  all  over  the 
world.  This  is  particularly  important  in  view  of  the  fact 
that  tens  of  millions  of  dollars  worth  of  this  drug  are 
being  smuggled  into  this  country  illegally  every  year  (at 
present  on  which  neither  our  state  nor  federal  government 
is  deriving  any  tax  revenue)  and  in  connection  with  the  use 
of  which  drug  thousands  of  Americans  are  wasting  sorely 
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needed  dollars  in  terms  of  the  balance  of  payments  to  travel 
abroad  to  Europe,  Romania,  Mexico,  Jamaica  and  other  like 
places  in  the  world  where  the  drug  is  being  dispensed.  It 
is  difficult  indeed  to  understand  the  FDA's  desire  to  penetrate 
our  state  lines  to  prevent  the  use  by  Nevada  citizens  of 
this  product  (produced  in  Nevada)  which  is  now  being  illegally 
imported  by  them  every  year,  when  the  same  Agency  does 
nothing  to  prevent  the  advertisement  within  the  United 
States  of  the  availability  of  this  drug  in  other  non-taxpaying 
countries . 

As  you  probably  know,  a bill  has  been  pending  and 
introduced  for  the  last  several  years  by  Congressman  Symms 
which  is  designed  to  correct  this  situation  and  I sincerely 
urge  you,  if  the  intention  of  this  bill  is  to  truly  speed  up 
the  availability  of  beneficial  drugs  to  the  American  people 
to  consider  the  elimination  of  the  efficacy  requirements  for 
drugs  with  a 10  or  20  year  history  in  responsible  foreign 
countries . 

I thank  you  for  your  time  and  would  be  happy  to  respond 
to  any  questions  you  may  have. 
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May  18,  1979 

The  Honorable  Edward  M.  Kennedy 
Chairman,  Senate  Subcommittee  on  Health 
and  Scientific  Research 
310  5 Senate  Courts  Annex 
Washington,  DC  20510 

Dear  Senator  Kennedy: 

~ e Epileps..  Foundation  ox  America  ,-.001  d like  to  share  with  you  and 
: a ~e~ber5  cx  the  Senate  Subcommittee  on  Health  and  Scientific 
:esearth  our  views  or  S.1075,  the  Drug  Regulation  Reform  Act  of 
1979.  Our  statement  on  the  legislation  is  enclosed. 

:s  the  nationa-  vo^untar,,  organization  concerned  with  the  needs  of 
t'e  2 r-‘  ’ 1 on  Americans  -with  epilepsy,  the  Foundation  is  keenly  aware 
ox  the  need  to  develop  "’ore  efficacious  drugs  for  seizure  control  and 
to  a;: -ess  tKe  drug  problems  raced  by  relatively  snail  patient  popula- 
tions. .e  fee’  that  S.1075  recognizes  those  concerns  and  contains 
measures  ..mien  offer  solutions. 

• e v. o u 1 a ' i - e to  applaud  the  leadership  which  you  have  shown  in 
developing  t-is  legislation  and  to  thank  you  for  your  continuing 
concern  fc-  the  "eeds  of  tie  handicapped.  We  would  be  pleased  to 
resoord  to  any  questions  the  committee  ray  have. 


S' ncerely . 


Edward  Newman,  PhD 

Cra''r~ar,  Government  Affairs  Committee 
ercl osure 
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STATEMENT  OF 

THE  EPILEPSY  FOUNDATION  OF  AMERICA 
1828  L St.  NW 
Washington,  DC  20036 

On 

S.  1075 

The  Drug  Regulation  Reform  Act 
of  1979 

Submitted  to  the 

Senate  Subcommittee  on  Health  & Scientific  Research 


May,  1979 
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The  Epilepsy  Foundation  of  America  Is  the  national  voluntary  grassroots  organization 
representing  the  Interests  of  two  million  Americans  with  epilepsy.  Epilepsy  Is  a 
chronic  neurological  disorder  which  Is  treated  primarily  with  anticonvulsant  drugs. 

Even  though  there  are  sixteen  anticonvulsants  approved  for  use  In  this  country,  only 
5 OX  of  epilepsy  patients  are  able  to  achieve  total  control  of  their  seizures.  Another 
30X  gain  partial  control,  but  the  remaining  20X  gain  almost  no  relief  with  currently 
available  therapies. 

* 

Both  of  the  congressional ly  created  Commissions  on  epilepsy  and  Huntington's  disease 
noted  In  their  reports  to  Congress  that  current  drug  regulatory  law  does  not  address 
the  problems  faced  by  relatively  small  patient  populations  In  their  need  for  more 
effective  drugs.  In  fact,  both  Commissions  found  that  current  drug  law  provides 
disincentives  to  the  development  of  more  efficacious  drugs. 

S.  1075  contains  a number  of  measures  which  the  Epilepsy  Foundation  of  America  believes 
would  speed  the  Introduction  of  safe  and  therapeutic  new  drugs  to  the  American  market 
and  with  modification,  could  provide  a needed  focus  within  the  Federal  government  for 
the  development  of  new  drugs  for  small  patient  populations. 

I 

Expediting  Approval  of  New  Drugs 

The  Foundation  applauds  S.  1075' s recognition  that  the  characteristics  of  drugs  and 
the  need  for  new  drugs  vary  significantly  among  various  patient  populations  and  that 
drug  safety  is  a relative,  not  an  absolute  concept. 

The  provision  for  conditional  approval  of  "breakthrough"  drugs  for  life-threatening 
or  severely  disabling  conditions  should  speed  the  introduction  of  these  highly  needed 
therapeutic  agents.  The  provision  for  restricted  release  for  use  by  specified  classes 
of  physicians  and  treatment  facilities  should  make  drugs  with  limited  Indications  and/or 
severe  side  effects  available  to  the  patient  populations  who  could  most  benefit  from 
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their  use  under  controlled  conditions  to  ensure  their  proper  utilization  and  monitoring. 

This  legislation  also  recognizes  that  requirements  for  exhaustive  testing  before  drug 
approval  are  not  cost  effective,  in  the  best  interests  of  improved  health  care,  or 
practical.  The  provisions  for  post-marketing  surveillance  and  post-marketing  testing 
for  a drug's  effects  in  children,  pregnant  women,  for  unapproved  uses  and  for  conditions 
of  abuse  should  not  only  provide  for  the  planned  investigation  of  a drug's  full  impact 
on  health  care,  but  should  also  speed  introduction  of  new  compounds  into  the  U.S.  To 
require  such  testing  prior  to  marketing  would  not  only  greatly  increase  the  costs  and 
time  necessary  to  market  a drug  in  the  U.S.,  but  would  also  act  as  a disincentive  to 
the  development  of  new  drugs  for  all  but  the  largest,  and  therefore  most  commercially 
profitable,  patient  populations. 

Finally,  the  replacement  of  the  current  "imminent  hazard"  standard  for  drug  removal 
from  the  market  with  the  standard  of  "unreasonable  risk"  will  allow  the  Food  and  Drug 
Administration  to  act  on  a more  reasonable  basis  in  protecting  the  public  health  by 
utilizing  the  findings  of  post-marketing  surveillance  and  post-marketing  testing.  This 
provision  should  also  enable  the  FDA  to  identify  an  "unreasonable  risk"  in  terms  of 
rtsk/benefit  ratios  with  respect  to  specific  patient  populations. 

Sodium  valproate,  which  is  proving  to  be  one  of  the  most  efficacious  anticonvulsants 
available,  is  a striking  example  of  a drug  whose  entry  to  the  U.S.  market  would  probably 
not  have  been  delayed  had  such  provisions  for  approval  been  available  to  the  FDA.  The 
national  Epilepsy  Comnission  noted  that  for  each  year  this  drug  was  denied  to  the  U.S., 
Americans  suffered  one  million  unnecessary  seizures. 

Public  Disclosure  of  the  Drug  Approval  Process 

Current  law  prevents  public  knowledge  of  or  conment  on  the  application  for  approval  of 
a new  drug  or  new  indications  for  a marketed  product.  Without  an  understanding  of  the 
basis  for  FDA's  approval  decisions,  patients,  as  the  ultimate  recipients  of  these  decision’s 
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effects,  cannot  help  but  fall  to  understand  why  drugs  available  elsewhere  are  being 
denied  to  them.  S . 1075 ‘ s provisions  for  announcement  for  NDA  filings,  release  of 
a surmary  of  the  scientific  data  on  which  FDA's  decisions  are  based,  health  care 
consumers'  representation  on  advisory  committees,  opportunities  for  public  hearings,  and 
announcement  of  drug  disapprovals  as  well  as  approvals,  should  not  only  make  the  FDA 
publicly  accountable  for  its  decisions  but  also  benefit  the  quality  of  its  decisions. 

The  National  Center  for  Drug  Science 

Currently,  there  is  no  mandate  to  the  government  or  private  sector  for  the  development 
of  drugs  for  small  but  therapeutically  needy  patient  populations.  The  result  is 
relatively  small  groups  of  patients  with  lethal,  chronic,  or  severely  debilitating 
diseases  for  whom  little  is  being  done  to  address  their  very  real  need  for  safe  and 
effective  therapies.  In  addition,  no  government  or  private  agency  monitors  the 
development  of  drugs  In  one  field  of  medicine  which  may  also  be  therapeutic  in  other 
fields. 

S.  1 075 ' s provision  for  establishing  a National  Center  for  Drug  Science  is  a laudable 
effort  to  address  these  problems.  However,  the  establishment  of  a separate  center  to 
develop  "orphan  drugs,"  assess  the  need  for  new  drugs  with  respect  to  specific  diseases, 
and  monitor  the  applicability  of  new  drugs  to  various  patient  populations  is  not  an 
adequate  solution.  The  Impact  such  a center  would  be  able  to  make  on  these  problems  is 
severely  limited  by  the  low  level  of  funding  authorized  for  the  Division  of  Policy  and 
Research.  The  National  Institute  for  Neurological  and  Communicative  Disorders  and 
Stroke  devotes  $1.3  million  annually  in  grants  and  contracts  for  its  very  modest  anti- 
convulsant development  program  alone.  According  to  a recent  study  by  the  University 

* 

of  Rochester's  Center  for  Research  in  Government  Policy  and  Business,  it  now  costs  $54 
million  and  ten  years  to  discover  and  develop  the  average  new  drug. 
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Even  with  adequate  funds.  It  is  highly  unlikely  that  the  Center's  research  program 
for  categorical  drugs  will  be  as  good  as  It  is  in  already  existing  programs  within 
the  National  Institutes  of  Health.  One  simply  cannot  study  drugs  as  entities  separate 
from  the  disease  process  or  organ  systems  In  which  they  act  without  seriously  com- 
promising the  quality  of  research,  understanding  and  relevance.  Nothing  will  be 
accomplished  to  alleviate  these  problems  by  establishing  a program  which  will  isolate 
drug  research  and  development. 

A much  more  effective  solution  would  be  a specific  Congressional  mandate  for  drug  develop- 
ment with  adequate  additional  funding  to  the  National  Institutes  of  Health.  We  recommend 
that  Congress  authorize  the  establishment  within  the  NIH  Director's  office  of  a drug 
development  program  with  responsibilities  for  (1)  assessing  and  identifying  the  need 
for  drug  development  for  specific  patient  populations;  (2)  monitoring  the  development 
of  new  drugs  within  both  government  and  private  agencies  and  communicating  these 
developments  to  agencies  conducting  research  on  relevant  disorders;  and  (3)  supporting 
and  stimulating  research  and  development  of  "orphan"  drugs.  Congress  must  also  be 
prepared  to  provide  adequate  continued  funding  to  achieve  these  long  range  goals. 

There  is  still  a need  for  the  National  Center  for  Drug  Science  In  analyzing  the  relation- 
ship of  drug  use  to  the  public  health,  reviewing  the  impact  of  drug  regulation  on 
public  health  and  supporting  pharmacology  and  pharmacy  training  and  the  Foundation 
supports  the  Center  concept  in  fulfilling  these  functions. 
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The  Honorable 
Edward  M.  Kennedy 
Chairman 

Senate  Subcommittee  on  Health 
and  Scientific  Research 
2241  Dirksen  Senate  Office  Building 
Washington,  DC  20510 

Dear  Mr.  Chairman: 

On  behalf  of  the  American  Psychiatric  Association,  a medical  specialty 
society  representing  over  24,000  psychiatrists  nationwide,  I would  like  to 
share  with  you  our  concerns  about  the  Administration's  hospital  cost 
containment  legislation  (HR.  2626)  now  being  considered  by  your 
Subcommittee. 

The  APA  traditionally  concerns  itself  with  issues  of  patient  care  and  has 
always  been  in  the  forefront  of  bringing  into  public  focus  those  issues 
which  would  affect  adequate  and  quality  treatment  for  the  mentally  ill. 
However,  as  you  know,  we  have  sought  means  to  chart  a responsible 
course  between  fiscal  restraint  and  quality  care  both  in  our  legislative 
initiatives  and  in  our  relations  with  patients. 

iVe  are  in  sympathy  with  the  Administration's  desire  to  contain  the  rapid 
rise  in  the  cost  of  health  care,  but  we  do  not  believe  the 
Administration's  proposal  will  accomplish  the  stated  objective.  Secretary 
Califano  has  stated  that  hospital  cost  containment  is  the  "most 
important  piece  of  anti-inflation  legislation  that  the  96th  Congress  will 
consider,"  and  for  the  second  year  in  a row  has  attempted  to  bring 
about  mandatory  controls  on  the  hospital  industry  as  a whole.  However, 
hospital  expenditures,  by  and  large,  do  not  result  from  inflation  alone 
and  we  are  concerned  that  such  statements  are  misleading.  Hospital 
expenditure  increases  are  comprised  of  (a)  increases  in  the  costs  of 
goods  and  services  hospitals  must  buy;  (b)  increases  resulting  from 
medical  and  hospital  services  required  by  a larger  and  older  population; 
and  (c)  increases  resulting  from  improvements  in  medical  technology  and 
extension  of  and  improvements  in  service  delivery. 

The  Administration's  proposal  takes  few,  if  any,  of  these  factors  into 
account.  In  brief,  the  legislation  would  penalize  lower-cost  more 
efficient  hospitals,  such  as  the  specialty  psychiatric  hospital;  ignore  the 
uncontrollable  costs  of  malpractice  insurance,  energy,  fuel,  food  and 
labor;  and  discriminate  against  one  sector  of  the  health  industry  by 
requiring  price  controls,  but  yet  not  controlling  wages  or  supplies. 
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High  on  the  list  of  those  facilities  which  would  be  seriously  penalized 
are  those  providing  psychiatric  care.  The  proposed  bill  deals  with 
efficiencies  and  administrative  controls  which  impact  on  patient  care. 
Unlike  large  surgical  units  in  general  hospitals  or  many  other  medical 
specialties,  the  psychiatric  medical  specialty  rarely  initiates  the  use  of 
CAT  scanners,  X-ray,  labs,  surgical  facilities,  or  other  costly  intensive 
care  elements  which  are  required  to  render  high  quality  care  for 
medical  treatment.  Our  medical  treatment  modalities  emphasize  people 
and  human  relationships  and  prescribing  appropriate  psychopharmacologic 
treatment  agents. 

Psychiatric  facilities  require  high  labor-intensity.  Roughly  eighty  percent 
of  all  costs  in  private  psychiatric  hospitals  go  to  personnel  — 
professional  and  nonprofessional  — all  integrally  involved  with  the 
daily  treatment  plans  of  each  and  every  patient.  The  Administration's 
cost  containment  proposal  ignores  such  facilities  and  assumes  that 
all  hospitals  can  improve  efficiency  by  ordering  fewer  tests,  using 
fewer  machines  or  consolidating  services.  Psychiatric  facilities 
do  not  routinely  use  machines  or  perform  tests,  and  the  personnel 
are  the  services. 

What  the  Administration's  proposal  would  do  — despite  its 
unsubstained  denial  in  the  face  of  historical  precedents  to  the 
country  — would  be  to  generate  more  volumes  and  volumes 
of  regulation  and  paperwork  for  the  health  care  system.  The 
cost  of  complying  with  the  regulations  and  reporting  requirements 
has  been  roughly  placed  at  $10  million.  Such  estimate,  if 
historical  perspective  from  the  Medicare  example  (now  the 
subject  of  an  overhaul  in  administrative  reform)  is  reviewed, 
will  likely  be,  if  not  inaccurate,  dangerously  low.  Worse, 
the  cost  will  fall  on  the  shoulders  of  the  health  care  providers  — 
including  the  cost-effective  providers  — further  "fattening"  the  budgets 
of  those  hospitals  high  on  cost,  and  driving  up  those  presently  with  low 
cost  beyond  the  guidelines.  What  the  Administration's  proposal  has 
created,  then,  is  a self-fulfilling  prophecy  — costs  will  be  high,  but  for 
the  cost-effective  hospital,  their  budget  will  be  high  because  as  the 
result  of  the  very  regulations  imposed  to  try  to  curtail  costs. 

The  APA  supports  the  Voluntary  Effort  and  believes  it  is  a 
cost-effective  means  of  curbing  unnecessary  hospital  costs, 
in  that  it  would  not  impose  burdensome  regulatory  compliance 
requirements  — costly  in  time,  labor  and  dollars  — in  that 
it  does  not  impose  requirements  upon  one  segment  of  business  — 
health  care  — and  allow  the  others  to  seek  the  level  of 
market/supply  demands.  Moreover,  the  voluntary  effort  will 
not  launch  an  attack  upon  the  quality  of  care  — the  first 
principle  that  regrettably  comes  under  attack  when  seeking 
to  comply  with  a too  strenuous  national  package  of  controls. 

We  would  be  pleased  to  continue  to  work  with  your  Committee  to  help 
develop  less  discriminatory  and  more  practicable  measures  through  which 
we  can  contain  health  care  costs. 


Respectfully, 


Jules  Masserman,  M.D. 
President 


JM:JBC:vtb 
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Jlh  11  RK  'AN  ACADEMY  of  ^DERMATOLOGY, 


COUNCIL  ON  GOVERNMENTAL  LIAISON 
Office  of  the  Chairman 


May  16,  1979 


The  Honorable  Edward  M.  Kennedy,  Chairman 
Subcommittee  on  Health  and  Scientific  Research 
431  Russell  Senate  Office  Building 
Washington,  D.C.  20510 

Dear  Senator  Kennedy: 

I am  submitting  the  enclosed  testimony  on  behalf  of  the  American 
Academy  of  Dermatology  in  regard  to  the  Drug  Regulation  Reform 
Acts  of  1979  (S.  1075  and  S.  1045).  I also  plan  to  submit  additional 
testimony  on  behalf  of  the  American  Academy  of  Dermatology  within  the 
twenty  day  period  allowed  following  the  hearings,  which  I would  request 
be  appended  to  the  enclosed  testimony. 


PEW/bp 

Enclosure 

CC:  Dr.  Larry  Horowitz 

Mr.  David  R.  Riemer 
Mr.  David  Winston 
Ms.  Mary  Frances  Lowe 
Senator  Richard  S.  Schweiker 
Council  on  Governmental  Liaison 
Academy  Executive  Committee 
Dr.  Marion  J.  Finkel 


UNIVERSITY  OF  VIRGINIA  • SCHOOL  OF  MEDICINE  • DEPARTMENT  OF  DERMATOLOGY  • CHARLOTTESVILLE,  VIRGINIA  22901 


Yours  sincerely, 


* f 


Peyton  E.  Weary,  M.D. , ^Chairman 
Council  on  Governmental  Liaison 
American  Academy  of  Dermatology,  Inc. 
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MR.  CHAIRMAN,  I AM  PEYTON  E.  WEARY,  M.D.,  PROFESSOR  AND  CHAIRMAN 
■ "HE  DEPARTMENT  OF  DERMATOLOGY  AT  THE  UNIVERSITY  OF  VIRGINIA  SCHOOL  OF 
VEDIC INE  AND  CHAIRMAN  OF  THE  COUNCIL  ON  GOVERNMENTAL  LIAISON  OF  THE 
AYER I CAN  ACADEMY  OF  DERMATOLOGY.  I AM  PRESENTING  THIS  TESTIMONY  ON  BEHALF 
OF  THE  AMERICAN  ACADEMY  OF  DERMATOLOGY  WHOSE  MEMBERSHIP  OF  5189  REPRESENTS 
OVER  90%  OF  THE  DERMATOLOGISTS  IN  PRACTICE  IN  THE  UNITED  STATES. 

LAST  YEAR  WE  PRESENTED  TESTIMONY  BEFORE  THE  UNITED  STATES  HOUSE  OF 
REPRESENTATIVES  IN  SUPPORT  OF  H.R.  11611,  AT  WHICH  TIME  WE  VOICED  SOME 
CONCERNS  ABOUT  CERTAIN  ASPECTS  OF  THE  DRUG  REGULATION  REFORM  ACT  OF  1978. 

WE  HAVE  SOME  OF  THE  SAME  CONCERNS  ABOUT  THE  TWO  SUCCESSORS  TO  THE  1978 
PROPOSED  LEGISLATION  AS  FOLLOWS: 

Cl)  TITLE  XVIII  - NATIONAL  CENTER  FOR  DRUG  SCIENCE 
(S.  1075)  OR 

TITLE  XVIII  - NATIONAL  CENTER  FOR  CLINICAL  PHARMACOLOGY  (S.  1045) 

SEC.  1802  (a)  (2)  CB)  OF  S.  1075 
OR 

SEC.  1802  Ca)  (2)  OF  S.  1045 

BOTH  OF  THESE  SUBSECTIONS  SPECIFY  THAT  THE  NATIONAL  CENTER  FOR  DRUG 
SCIENCE  COR  THE  NATIONAL  CENTER  FOR  CLINICAL  PHARMACOLOGY)  MAY  ’’CONDUCT 
AND  SUPPORT  RESEARCH,  INCLUDING  INVESTIGATIONS  FOR  THE  DEVELOPMENT  OF  DRUGS 
FOR  DISEASES  AND  OTHER  CONDITIONS  OF  LOW  INCIDENCE”. 

I WOULD  LIKE  TO  ADDRESS  IN  MORE  DETAIL  THIS  MATTER  OF  SUPPORT  FOR 
THE  DEVELOPMENT  OF  SIGNIFICANT  DRUGS  OF  LIMITED  COMMERCIAL  VALUE,  OR  THE 
SO-CALLED  ’ORPHAN  DRUGS’,  FOR  DISEASES  OF  LOW  INCIDENCE  WHERE  THE  QUESTIONABLE 
PROFITABILITY  OF  THE  DRUG  MAY  PRECLUDE  ITS  DEVELOPMENT.  AS  A RESULT  OF  MY 
INTENSE  INTEREST  IN  THIS  SUBJECT,  I HAVE  SERVED,  AT  THE  REQUEST  OF  THE 
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COMMISSIONER  OF  THE  FOOD  AND  DRUG  ADMINISTRATION,  ON  AN  F.D.A.  TASK  FORCE 
ON  SIGNIFICANT  DRUGS  OF  LIMITED  COMMERCIAL  VALUE  FOR  OVER  A YEAR.  THE 
RESULTS  OF  OUR  DELIBERATIONS  WILL  BE  REPORTED  TO  THE  COMMISSIONER  AT  THE  END 
OF  THIS  MONTH.  I WOULD  REQUEST  THE  OPPORTUNITY  TO  SHARE  WITH  YOU  SOME  OF  THE 
CONCERNS  OF  THIS  TASK  FORCE  AS  THEY  RELATE  TO  THE  MATTER  OF  FEDERAL 
INVOLVEMENT  IN  THE  DRUG  DEVELOPMENT  PROCESS  BECAUSE  THEY  ARE  GERMANE  TO  THIS 
SUBSECTION  OF  S.  1075  AND  S.  1045. 

AS  A GENERAL  PRINCIPLE,  THE  TASK  FORCE  AGREED  THAT  EVERY  EFFORT  SHOULD 
BE  MADE  TO  ENSURE  THAT  NEW  DRUG  DEVELOPMENT  FOR  ALL  DRUGS,  INCLUDING  THOSE 
OF  LIMITED  COMMERCIAL  VALUE,  CONTINUE  TO  RESIDE  IN  THE  PRIVATE  SECTOR. 

IT  IS  ALREADY  APPARENT  THAT  THE  DEVELOPMENT  OF  CERTAIN  DRUGS,  NOTABLY 
ANTI-CANCER  DRUGS,  HAS  BECOME  A FUNCTION  OF  THE  N.I.H.,  BUT  THE  TASK  FORCE 
MEMBERS  CONCUR  THAT  APPROPRIATE  INCENTIVES  SHOULD  BE  CREATED  TO  SPUR 
INDUSTRY  TO  SHOULDER  THE  MAJOR  BURDEN  OF  THE  DEVELOPMENT  OF  DRUGS  OF  LIMITED 
COMMERCIAL  VALUE  FOR  THE  FOLLOWING  REASONS: 

(a)  THE  MORE  CLOSELY  THE  DRUG  DEVELOPMENT  PROCESS  BECOMES  DOMINATED  BY 
FEDERAL  SUPPORT,  THE  MORE  IT  WILL  BE  SUBJECT  TO  THE  SAME  TYPE  OF 
POLITICIZATION  PROCESS  WHICH  HAS  CREATED  WHAT  HAS  COME  TO  BE  CALLED 
THE  ' D I SEASE -A -MONTH ’ APPROACH  TO  FUNDING  FOR  BIOMEDICAL  RESEARCH  AT  THE 
N.I.H.  I THINK  THERE  IS  NOW  SUBSTANTIAL  AGREEMENT  THAT  THE  POLITICIZATION 
PROCESS  OF  BIOMEDICAL  RESEARCH  FUNDING  HAS  BEEN  COUNTERPRODUCTIVE  IN 
MANY  WAYS  AND  IT  WOULD  BE  UNFORTUNATE  INDEED  IF  THIS  SAME  PROCESS  IS 
EXTENDED  TO  DRUGS  SO  THAT  WE  BEGIN  TO  SEE  A "DRUG-A-MONTH ' APPROACH 
TO  THE  PROBLEM  OF  SIGNIFICANT  DRUGS  OF  LIMITED  COMMERCIAL  VALUE. 

(tO  THE  COSTS  OF  DRUG  DEVELOPMENT  IN  THE  PRIVATE  SECTOR  ARE  ALREADY  EXCESSIVE. 
IT  IS  PROBABLE  THAT  THESE  COSTS  WOULD  PROVE  TO  BE  EVEN  HIGHER  IF  THE 
ACTUAL  TESTING  WERE  PERFORMED  BY  GOVERNMENTAL  LABORATORIES  OR  UNDER  STRICT 


GOVERNMENTAL  CONTROL  IN  A NONCOMPETITIVE  ENVIRONMENT  AT  TAX-PAYOR  EXPENSE. 
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TO  INVOLVE  THE  FEDERAL  GOVERN/^ENT  SO  DIRECTLY  IN  DRUG  DEVELOPMENT 
MAY  BE  TO  CREATE  A BOTTOMLESS  PIT  FOR  TAXPAYOR  DOLLARS.  IT  IS 
FURTHERMORE  DIFFICULT  TO  ENVISION  THAT  ENOUGH  WELL-QUALIFIED  INVESTIGATORS 
CAN  BE  ATTRACTED  TO  SUCH  GOVERNMENTAL  LABORATORIES  TO  ACTUALLY  MAKE 
SUCH  A SYSTEM  FUNCTION. 

(C)  IT  IS  CLEAR  THAT,  IN  ORDER  TO  DEVELOP  DRUGS  OF  LIMITED  COMMERCIAL 
VALUE,  SOME  TYPES  OF  FEDERAL  SUPPORT  IN  TERMS  OF  GRANTS,  CONTRACTS, 

LOANS  OR  LOAN  GUARANTEES  WILL  BE  NECESSARY  FOR  SOME  DRUG  STUDIES. 

OUR  TASK  FORCE  REPORT  WILL  STRESS  THE  NECESSITY  TO  ENSURE  THAT  SCIENTIFIC 
OPPORTUNITY  AND  RISK-BENEFIT  ANALYSES  BE  THE  MAJOR  DETERMINANTS  AS  TO  WHICH 
DRUGS  SHOULD  BE  DEVELOPED  RATHER  THAN  POLITICAL  PRESSURES.  FOR  THIS 
REASON  WE  WILL  PROPOSE  THAT  THE  ADVISORY  BOARD,  WHICH  MAKES  SUCH 
DECISIONS,  BECOME  A QUAS I -INDEPENDENT  AND  SOMEWHAT  AUTONOMOUS  BOARD  OR 
C0M4I SSION  SIMILAR  TO  THE  INSTITUTE  OF  MEDICINE  IN  ORDER  TO  INSULATE 
THE  DECISION-MAKING  PROCESS  FROM  THE  POLITICAL  PROCESS.  THE  CREATION 
OF  SUCH  A DRUG  SCIENCE  CENTER  WITH  DRUG  DEVELOPMENT  SUPPORT  FUNCTIONS 
WOULD  UNDERMINE  THE  RECOMMENDATI ONS  OF  THE  F.D.A.  TASK  FORCE. 

FOR  THE  ABOVE  REASONS  THE  AMERICAN  ACADEMY  OF  DERMATOLOGY  WOULD  RECOMMEND: 

1.  THAT  SECTION  1802  (a)  (2)  (B)  OF  S.  1075  AND  SECTION  1802  (a)  C2)  OF 
S.  1045  BE  DELETED  FROM  THE  LEGISLATION. 

2.  THAT  THE  SUBCOMMITTEE  CAREFULLY  REVIEW  THE  RECOMMENDATIONS  OF  THE  F.D.A. 
TASK  FORCE  ON  SIGNIFICANT  DRUGS  OF  LIMITED  COMMERCIAL  VALUE  AS  SOON  AS 
IT  IS  AVAILABLE  FOR  POSSIBLE  ALTERNATIVE  LEGISLATIVE  INITIATIVES  IN 
THIS  IMPORTANT  AREA. 

(2)  MR.  CHAIRMAN,  THE  AMERICAN  ACADEMY  OF  DERMATOLOGY  HAS  SOME  ADDITIONAL 

CONCERNS  ABOUT  WHICH  I WOULD  REQUEST  THE  OPPORTUNITY  TO  SUBMIT  ADDITIONAL 

WRITTEN  TESTIMONY  WITHIN  THE  NEXT  TWO  WEEKS  WITH  YOUR  PERMISSION.  TH4NK 

YOU  FOR  THE  OPPORTUNITY  TO  EXPRESS  OUR  CONCERNS. 


Washington  Report  on  Health  Legislation,  May  2,  1979 


SUMMARY  OF  S. 772-797 
Food  and  Drug  Law  Amendments 
Introduced  March  27,  1979 
by  Sen-  Gaylord  Nelson,  D-Wis. 

Sen.  Nelson,  who  as  chairman  of  the  Select  Small  Business  Subcommittee  on 
Monopoly  has  conducted  extensive  hearings  into  the  drug  industry  and  the  pre- 
scribing  habits  of  physicians,  has  reintroduced  a series  of  bills  addressing 
many  aspects  of  the  production  and  prescribing  of  prescription  drugs-  These 
bills  were  considered  in  the  last  Congress  but,  as  with  all  the  major  drug 
reform  proposals,  were  caught  in  the  complex  and  controversial  debate  on 
this  subject. 

• S. 772  - LIMITATIONS  ON  USES:  Would  authorize  the  HEW  Secretary  to  im- 

pose conditions  or  limitations  on  the  distribution  or  prescribing  of  drugs  that 
he  feels  are  necessary  to  assure  that  drugs  are  used  safely  and  effectively  and 
that  adequate  information  regarding  the  effects  of  using  the  drugs  is  furnished 
to  practitioners.  New  drugs  upon  which  such  conditions  are  imposed  would  have 
to  include  on  their  labels:  "This  is  a new  drug  that  has  been  approved  for 

limited  marketing.  Its  use  may  involve  hazards  that  have  not  yet  been  discovered. 

» S.773  - FEDERAL  DRUG  COMPENDIUM:  Requires  the  HEW  Secretary  to  prepare 

and  publish  a drug  compendium,  which  would  be  distributed  to  all  practitioners 
licensed  to  prescribe  the  drugs  listed  in  the  compendium. 

The  compendium  would  include  a listing  by  established  name  of  all  prescrip- 
tion drugs  lawfully  available  in  the  United  States.  Drugs  also  would  be  listed 
by  such  categories  as  diagnostic,  prophylactic,  or  therapeutic.  Adequate  and 
reliable  prescribing  information  would  have  to  be  included  for  each  listed  drug. 

A supplement  could  be  issued  containing  price  information  for  each  listed  drug 
on  the  basis  of  the  price  at  which  the  drug  is  available  to  community  pharmacies 
from  listed  suppliers  or  on  some  other  reasonable  basis.  The  Secretary  could 
exclude  from  the  compendium  drugs  as  to  which  there  is  considerable  doubt  as 
to  safety  or  compliance  with  federal  law. 

The  bill  also  would  establish  a compendium  advisory  committee,  establish 
recordkeeping  and  reporting  requirements  for  manufacturers,  waive  drug  package 
insert  requirements  for  drugs  that  are  adequately  described  in  the  compendium, 
and  require  that  drug  advertising  and  drug  labeling  conform  to  compendium 
information. 

A second  part  of  this  bill  would  authorize  the  Secretary  to  require  batch- 
bv-batch  certification  of  prescription  drugs  in  cases  where  the  public  health 
cannot  otherwise  adequately  be  assured.  Procedures  for  banning  drugs  that  can- 
not adequately  be  regulated  and  that  present  an  unreasonable  risk  of  illness, 
injury,  or  deception  are  established. 

Title  III  of  S.773  would  require  that  drugs  of  a type  whose  safety,  effective 
ness,  or  potency  becomes  diminished  over  a period  of  time  must  bear  a label 
specifying  the  date  beyond  which  the  drug  should  not  be  used.  Drugs  that  are 
determined  by  the  Secretary  to  be  potentially  dangerous  when  taken  as  directed 
would  have  to  include  on  their  labels  a clearly  legible  warning  of  the  potential 
dangers  under  the  word  WARNING.  This  title  also  contains  provisions  relating  to 
the  listing  of  the  trade  name  of  prescription  drugs  and  the  development  by  the 
Secretary  of  an  official  name  for  all  prescription  drugs. 
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Title  IV  of  this  bill  contains  several  provisions  relating  to  the  adminis- 
• ration  and  enforcement  of  the  food  and  drug  laws.  This  title  removes  the  ex- 
err.pt ion  from  the  food  and  drug  laws  currently  given  to  drugs  that  have  been  in 
-re,  for  purposes  that  ha.-e  not  changed,  since  before  1938.  There  are  clarifi- 
cations as  to  elements  that  bear  on  whether  advertising  or  other  promotional 
material  is  deemed  to  be  misleading,  requiring  that  all  statements  bearing  on 
tr.e  safety  or  effectiveness  or  any  attributes  or  characteristics  of  the  drug  be 
based  on  adequate,  well-controlled  investigations  and  data.  The  bill  also 
strengthens  and  clarifies  federal  inspection  and  enforcement  authority  in  the 
food  and  drug  area. 

• S.774  - DRUG  TESTING:  Under  this  bill  all  testing  of  new  drugs  would 

be  carried  out  by  a National  Drug  Testing  and  Evaluation  Center  or  by  any 
qualified  individual,  organization,  or  institution  engaged  by  the  Secretary. 

All  tests  are  to  be  completed  within  one  year.  If  a longer  time  is  required 
the  applicant  must  be  informed  and  may  object  to  any  extension.  New  drug  spon- 
sors could  receive  progress  reports  on  the  testing  of  their  drug  every  60  days. 
Sponsors  of  new  drugs  would  be  liable  for  the  expenses  of  carrying  out  the 
necessary  testing  and  investigations,  including  proportionate  shares  of  the 
costs  of  staffing,  equipping,  and  maintaining  the  center.  Administrative  pro- 
visions outlining  the  reasons  upon  which  the  Secretary  could  refuse  to  approve 
a new  drug  are  set  out. 

• S.775  - DRUG  LABELING:  Essentially  sets  out  the  requirements  for 

warnings  to  be  included  on  drug  labels  as  in  Title  III  of  S.773. 

• S.776  - DRUG  PROMOTION:  No  oral  representations  could  be  made  by  a 

representative  of  a drug  manufacturer  to  a licensed  practitioner  or  pharmacist 
unless  the  practitioner  or  pharmacist  has  first  been  supplied  with  a written 
document  relating  to  the  drug  that  has  been  approved  by  the  HEW  Secretary. 
Similarly  no  drug  or  device  advertising  could  be  used  unless  a copy  of  the  ad- 
vertisement has  received  the  prior  approval  of  the  Secretary.  Articles  that 
discuss  or  otherwise  relate  to  the  use  of  any  drug  or  device  would  have  to 
include  the  name  of  the  person  or  persons  who  provided  financial  assistance  to 
the  author  for  writing  the  article  or  to  support  research  for  the  article. 

• S.777  - DRUG  EXPIRATION  DATES:  Incorporates  the  requirements  of  Title 

III  o£- S.773  relating,  to  including  on  the  drug  label  a date  beyond  which  a drug 
cannot  be  used. 

• S.778  - DRUG  EXPORT;  Requires  that  drugs  for  export  comply  with  all 
aspects  of  the  federal  Food,  Drug,  and  Cosmetic  Act  except  when  the  Secretary 
finds  that  exportation  of  a given  drug  would  further  human  health  and  safety 
and  the  exportation  has  been  approved  by  the  receiving  country. 

• S. 779  - DRUG  APPLICATION  SUPPORT:  Requires  that  applicants  for  approval 

of  a new  drug  include  a statement  of  the  biological  criteria  relating  to  thera- 
peutic effectiveness  and  safety  that  the  applicant  claims  should  be  specially 
considered  by  prescribers. 

• S. 780  - ADMINISTRATIVE  AMENDMENTS;  Contains  the  provisions  of  S.773 
removing  the  exemption  from  the  food  and  drug  laws  for  pre-1938  drugs,  clarifying 
advertising  and  promotion  policies,  and  clarifying  inspection  authority. 
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• S.781  - DRUG  CERTIFICATION:  Sets  out  the  policy  of  requiring  batch- 

by-batch  certification  of  certain  drugs  as  contained  in  S.773. 

• S.782  - SAMPLE  DRUGS:  Would  establish  extensive  new  controls  on  the 

use  and  distribution  of  sample  drugs.  Establishes  labeling  requirments  for 
sample  drugs  and  prohibitions  on  distribution  of  such  drugs  on  a door-to-door 
basis  or  through  the  mails  except  on  the  written  request  of  a licensed  practi- 
tioner. Sets  extensive  sample  drug  recordkeeping  requirements  for  manufacturers. 

• S.783  - DRUG  FORMULARY:  A Formulary  of  the  United  States  would  be  de- 
veloped to  include  a listing,  by  established  name,  of  those  drugs  the  designated 
Formulary  Committee  finds  are  necessary  for  good  medical  practice.  The  Formulary 
Committee  also  would  include  supplemental  lists,  arranged  by  diagnostic, 
prophylactic,  therapeutic,  or  other  categories,  of  the  drugs  included  in  the 
Formulary;  the  proprietary  names  of  each  drug  and  the  names  of  the  suppliers 

of  the  final  dosage  forms;  prescribing  information  to  promote  the  safe  and 
effective  use  of  the  drugs;  a listing  of  drugs  by  drug  classes  with  a discussion 
of  the  relative  merits  and  dangers  of  each  drug  within  a class;  and  other  useful 
information.  There  could  be  no  reimbursement  under  any  federal  health  program 
for  any  drug  not  included,  in  the  formulary. 

• S.784  - DRUG  COMPENDIUM;  Sets  out  the  drug  compendium  provisions  con- 
tained in  S.773. 

• S.785  - OFFICIAL  NAME:  Same  as  the  provisions  in  S.773  requiring  the 

development  of  an  official  name  of  all  drugs. 

• S.786  - DRUG  MANUFACTURER  IDENTITY;  All  drug  labels  would  be  required 
to  include  the  name  and  place  of  business  of  the  manufacturer,  final  dosage  form 
of  the  drug,  and  if  different  the  name  and  place  of  business  of  the  packer  or 
distributor. 

• S .787  - PRICE  PROTECTION:  After  notice  from  the  HEW  Secretary,  if  the 

Federal  Trade  Commission  determines  that  the  price  of  a prescription  drug  is 
excessive,  the  FTC  would  issue  a ruling  setting  out  a procedure  for  mandatory 
licensing  of  manufacturers  of  the  drug  and  for  a system  of  royalty  payments 

to  the  manufacturer  that  holds  the  patent  on  the  drug.  licensees  could  then 
manufacture  the  drag  if  they  did  not  violate  the  normal  patent  law  requirements. 

A drug  would  be  subject  to  a licensing  action  if  its  average  price  to  the  con- 
sumer is  more  than  five  times  the  cost  of  the  drug  to  the  producer,  excluding 
overhead  and  promotional  expense,  or  if  the  average  price  of  the  drug  in  the 
United  States  is  higher  than  the  average  price  in  any  foreign  country. 

★ it  * 
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American  Medical  Association 

NORTH  DEARBORN  STREET  • CHICAGO,  ILLINOIS  60610  • PHONE  (312)  751-6000  • TWX  910-221-0300 


JAMES  H SAMMONS  M 0 
(■Kut'vt  Vice  President 

<751  6200) 


May  29,  1979 


The  Honorable  Edward  M.  Kennedy 
Cha i rman 

Subcommittee  on  Health  and  Scientific 
Resea  rch 

Commi ttee  on  Labor  and  Human  Resources 
United  States  Senate 
Washington,  D.  C.  20510 

Re:  S.  1045,  S.  1075 

"The  Drug  Regulation  Reform  Act  of  1979" 

Dear  Senator  Kennedy: 


The  American  Medical  Association  takes  this  opportunity  to 
submit  its  comments  concerning  legislation  to  modify  the  Food, 

Drug  and  Cosmetic  Act  for  inclusion  in  the  record  of  hearings 
held  concerning  S.  1045  and  S.  1075.  S.  1045  is  basically  the 
same  legislation  considered  by  the  Committee  in  the  95th  Congress 
as  S.  2755  and  we  refer  you  to  our  statement  on  S.  2755  concerning 
specific  provisions  of  S.  1045.  We  will  limit  our  attached 
comments  to  the  provisions  of  S.  1075. 


JHS : vw 
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SUMMARY  OF  THE 
STATEMENT 
OF  THE 

AMERICAN  MEDICAL  ASSOCIATION 
TO  THE 

SUBCOMMITTEE  ON  HEALTH  AND  SCIENTIFIC  RESEARCH 
COMMITTEE  ON  LABOR  AND  HUMAN  RESOURCES 
U.S.  SENATE 

Re:  S 1075  - "The  Drug  Regulation  Reform  Act  of  1979" 

May  29,  1979 

The  American  Medical  Association  has  been  actively  involved  in  the  debate 
concerning  efforts  to  modify  the  nation's  drug  laws  in  order  to  eliminate 
bottlenecks  that  have  led  to  significantly  increased  costs  and  time  necessary 
for  a new  drug  to  receive  marketing  approval  by  the  FDA.  The  prime  concern  of 
the  AMA,  like  that  of  the  Committee  and  the  FDA,  is  to  assure  that  only  safe 
and  effective  drugs  are  allowed  on  the  market. 

However,  drug  law  reform  should  not  be  used  as  an  excuse  to  shift  the  basic 
responsibility  for  patient  treatment  and  the  selection  of  drugs  from  the 
patient's  physician  to  FDA  in  Washington,  and  for  the  reasons  indicated  below, 
the  AMA  cannot  support  the  enactment  of  S 1075. 

S 1075  is  a significant  improvement  over  S 2755  (the  Administration's  drug 
bill  in  the  95th  Congress).  Many  of  the  objectionable  features  of  the  bill  have 
been  eliminated,  including: 

• the  provision  for  a public  monograph  for  all  drugs; 

• overly  extensive  release  of  drug  research  data;  and 

• the  total  rewrite  of  the  law. 
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Also,  there  are  provisions  in  the  bill  that  AMA  generally  supports,  including: 

• the  provision  to  allow  the  marketing  of  breakthrough  drugs  prior  to 
completion  of  all  efficacy  studies; 

• the  limits  on  unethical  promotion  practices  by  drug  manufacturers; 

• the  improved  procedures  for  the  regulation  of  drug  research;  and 

• the  prohibition  of  the  submission  of  false  or  misleading  information 
or  data  to  FDA. 

However,  certain  of  the  provisions  of  S 1075  carried  over  from  S 2755  are  still 
highly  objectionable.  These  areas  include: 

• the  authority  for  the  Secretary  of  HEW  to  establish  dispensing  and 
distribution  conditions  that  could  limit  both  patient  a.nd  physician 
availability  of  needed  drugs.  This  provision  would  also  dictate, 
in  certain  cases,  how  a physician  could  treat  the  patient  or  even 
whether  that  patient  could  continue  to  receive  treatment  from  his 
or  her  physician; 

• the  authority  for  the  Secretary  to  evaluate  the  safety  of  a drug 
based  not  only  upon  its  intended  use  but  also  on  whether  the  drug 
had  an  abuse  potential  or  whether  there  would  be  a more  effective 
treatment  or  drug  available; 

• authority  for  the  Secretary  to  ban  a drug  from  the  market  without 
notice  or  hearing  based  on  the  standard  less  than  "imminent  hazard 
to  the  public  health."  (AMA  would  suggest  an  expedited  procedure 
for  removal  of  certain  drugs  leaving  the  summary  ex  parte  procedure 
only  for  those  drugs  that  truly  pose  an  imminent  hazard  to  the  pub- 
1 i c hea 1th.); 

• the  elimination  of  exemption  from  pre-market  approval  for  those 
drugs  on  the  market  prior  to  1938; 

• the  provision  for  FDA  to  fund  citizen  participation  in  Agency  pro- 
ceedings; 

• the  authority  for  the  Secretary  to  impose  civil  penalties  for  viola- 
tion of  the  Food,  Drug  and  Cosmetic  Act; 

• _ unlimited  subpoena  power  granted  FDA  (without  provision  to  protect 

confidential  medical  records);  and 

• the  creation  of  an  independent  National  Center  for  Drug  Science. 


\ 
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STATEMENT 
OF  THE 

AMERICAN  MEDICAL  ASSOCIATION 
TO  THE 

SUBCOMMITTEE  ON  HEALTH  AND  SCIENTIFIC  RESEARCH 
COMMITTEE  ON  LABOR  AND  HUMAN  RESOURCES 

U.  S.  SENATE 

Re:  S.  1075  " "The  Drug  Regulation  Reform 

Act  of  1979" 

May  29,  1979 

The  American  Medical  Association  takes  this  opportunity  to  submit  its 
comments  concerning  S.  1075,  "The  Drug  Regulation  ACt  of  1979"*  S.  1075  would 
make  amendments  to  the  Federal  Food,  Drug  and  Cosmetic  Act  with  the  intended 
purpose  of  improving  the  regulatory  program  for  drugs  administered  by  the 
Food  and  Drug  Administration. 

During  the  95th  Congress,  the  subject  of  reforming  and  revising  the 
nation's  drug  laws  was  one  of  major  concern  and  debate.  The  Administration 
had  announced  its  intention  to  completely  re-write  the  Food,  Drug  and 
Cosmetic  Act,  making  major  modifications  in  the  regulatory  structure  concerning 
drugs.  This  intention  was  carried  out  through  the  introduction  of  S.  2755- 
At  the  same  time  the  American  Medical  Association  offered  some  12  amend- 
ments to  the  Food,  Drug  and  Cosmetic  Act  that  were  introduced  into  the  House 
of  Representatives  by  Rep.  Tim  Lee  Carter  as  H.R.  12*485.  Extensive  hearings 
were  held  by  this  Subcommittee  and  by  the  Subcommittee  on  Health  of  the 
House  Interstate  and  Foreign  Commerce  Committee.  While  no  specific  legis- 
lation emerged  from  this  extensive  review,  the  debate  on  the  issues 
Identified  areas  of  controversy  and  agreement  concerning  drug  law  reform. 


696 


S.  1075,  while  containing  many  of  the  same  features  as  S.  10^5  (the 
Administration's  bill  from  the  95th  Cong ress) , deviates  from  the  previous 
approach  of  completely  re-writing  the  law  by:  providing  for  selective  amend- 
ments to  the  Act  rather  than  a total  re-write;  deleting  the  creation  of  an 
untested  "monograph"  procedure  for  new  drug  approval;  deleting  the  requirements 
for  release  of  safety  and  efficacy  data  (except  a summary)  on  which  a decision 
to  allow  marketing  of  a drug  is  based;  and  eliminating  the  provisions  whereby 
non- i nnovator  manufacturers  would  be  allowed  to  market  drugs  without  sub- 
mission of  independent  research  data  after  a five  year  "exclusivity  period". 
While  these  changes  eliminate  some  of  the  objectionable  features  of  the 
"Drug  Regulation  Reform  Act  of  1978",  we  find  that  many  of  the  provisions 
that  we  objected  to  previously  are  still  embodied  in  the  new  legislation. 

The  bill  also  contains  certain  modifications  that  we  continue  to  endorse. 

The  AMA's  chief  concern,  like  that  of  the  Committee,  is  in  assuring  that 
the  drugs  available  to  American  patients  are  both  safe  and  efficacious.  We 
recognize  that  FDA  has  played  a significant  role  in  assuring  that  only  quality 
drugs  are  on  the  market.  We  also  recognize  the  need  for  individual  physician 
discretion  in  selection  and  the  use  of  drugs  for  individual  patients.  In 
dealing  with  the  population  of  over  200,000,000  individuals,  FDA  regulatory 
decisions  deal  with  compromise,  consensus,  and  upon  the  needs  of  the  average 
American  citizen.  it  is  both  a necessary  and  proper  role  for  the  physician  to 
make  medical  decisions  based  on  the  individual  needs  of  each  patient.  It  is 
a biologic  certainty  that  no  individual  can  be  expected  to  respond  at  all 
times  in  the  same  manner  to  all  drug  treatments.  It  cannot  be  expected  that 
what  is  deemed  to  be  the  proper  treatment  or  dosage  for  the  "average  patient" 
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wi  1 1 successfully  treat  the  particular  patient  that  the  physician  is  treating 
at  any  particular  time.  Ir,  order  for  the  individual  needs  of  the  patient  to 
be  met,  the  physician  must  be  allowed  to  use  his  professional  judgment  in 
selecting  drugs  from  the  widest  array  of  products  available  without  undue 
bureaucratic  delay,  conservatism  or  interference. 

The  AMA  believes  that  improvements  can  be  made  in  the  drug  approval 
process.  Events  in  the  last  decade  have  indicated  increasing  regulatory 
burdens  on  drug  manufacturers  and  drug  researchers,  without  a showing  of  com- 
mensurate benefits  for  these  increasing  burdens.  The  delay  in  bringing 
certain  drugs  to  the  market  over  the  last  10  years  has  been  frustrating  to 
both  patients  and  physicians.  In  some  instances  only  those  able  to  travel 
abroad  receive  drug  treatment  that  ultimately  becomes  the  accepted  medical 
treatment  in  the  U.S.  Reform  is  needed.  However,  such  reform  should  not  be  of 
such  a scope  and  magnitude  to  interfere  with  the  proper  role  of  the  physician 
in  patient  care,  that  role  being  the  diagnosis  and  the  selection  of  the 
appropriate  treatment  modality  for  specific  conditions.  We  do  not  believe  that 
any  drug  regular  ion  reform  should  be  used  as  a device  to  shift  the  funda- 
mental responsibility  in  treatment  selection  from  the  patient's  physician  to 
the  federal  bureaucracy. 

Drug  Approval 

The  bill  would  amend  the  existing  pre-market  approval  process  for  drugs  by 
requiring  an  applicant  for  a new  drug  application  to  submit  a summary  of  data, 
scientific  methodology  and  other  information  derived  from  all  investigations 
conducted  to  assess  the  safety  and  efficacy  of  the  drug  in  question;  requiring 
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t hi'  Secretary  to  publish  notice  of  all  applications  in  the  Federal  Register 
announcing  an  opportunity  to  submit  comments  concerning  the  application  and 
the  opportunity  to  request  a hearing;  and  authorizing  the  Secretary  to  hold  a 
public  hearing  regarding  the  approval  of  the  application  if  he  finds  that  ad- 
ditional evidence  that  would  be  presented  at  a hearing  could  contribute 
substantially  to  a determination  of  the  drug's  approvabi 1 i ty . Like  current  law, 
the  Secretary  would  be  required  to  make  an  approval  decision  within  180  days 
of  the  application  (unless  a longer  period  is  agreed  to  by  the  applicant  and 
the  Secretary).  However,  the  proposal  would  also  allow  the  Secretary  to 
decide  during  this  period  whether  to  hold  hearings  and  postpone  a decision 
regarding  the  drug's  approvabi 1 i ty  for  120  days  from  the  completion  of  a hearing 
(which  may  not  begin  until  120  days  after  the  submission  cf  an  application).  The 
hearing  would  be  open  to  the  applicant  and  the  public  for  direct  participation. 

The  American  Medical  Association  supports  changes  in  existing  law  to  allow 
for  necessary  public  review  of  the  processes  used  in  making  regulatory  decisions. 
Such  activity  assures  the  public  that  regulatory  decisions  on  matters  of  importance 
are  soundly  based  on  the  record.  Under  existing  law  the  "new  drug"  application 
process  is  basically  a private  matter  and  has  led  to  concern  by  various  seg- 
ments of  the  public  that  the  decisions  made  by  FDA  are  not  always  properly 
based.  In  the  previous  legislation  (and  in  S.  10^5)  the  entire  NDA  procedure 
would  have  been  eliminated  with  a full  public  monograph  system  and  proceeding 
replacing  it.  We  were  concerned  that  such  dramatic  shift  could  lead  to  undue 
delay  and  cost  resulting  in  increased  disincentives  for  manufacturers  to  seek 


U.S.  drug  approval . 
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We  believe  that  the  provisions  in  S.  1075  for  public  participation  in 
the  NDA  process  give  recognition  to  the  public's  role  in  the  regulatory 
process  and  that  approach  should  prove  beneficial.  Such  a provision 
should  increase  public  confidence  in  Administrative  determi nat i ons  made 
by  FDA  and  could  provide  for  review  of  applications  by  interested  members 
of  the  scientific  community.  However,  we  believe  that  language  should 
be  included  in  the  law  that  would  prevent  the  Secretary  or  other  persons 
from  unduly  prolonging  the  approval  process  through  the  hearing  mechanism. 

It  would  be  truly  unfortunate  for  patients  to  be  denied  access  to  needed 
drugs  due  to  dilatory  actions  by  any  person  connected  with  the  drug 
approval  process.  Such  delays  would  not  be  of  benefit  to  patients. 

Definition  of  the  Terms  "Safe"and"Ef feet i ve1 1 

The  bill  would  provide  for  specific  definitions  of  the  terms  "safe" 
and  "effect i ve"  in  the  Act.  Neither  term  is  now  defined. 

The  bill  would  define  the  term  "effective"  to  mean  "that  the  drug 
when  used  in  accordance  with  the  conditions  set  forth  in  the  labeling 
of  the  drug  will  have  the  effect  it  is  represented  in  such  labeling  to 
have  in  the  diagnosis,  cure,  mitigation,  treatment  or  prevention  of  a 
disease  or  other  condition  affecting  health."  We  concur  with  this  definition. 

The  bill  defines  "safety"  in  terms  of  a benefit/risk  analysis  with 
safety  determined  when  "the  health  benefits  of  the  drug  clearly  outweigh 
the  risks"  from  its  use.  In  assessing  risks,  the  Secretary  would  be  required 
to  consider  such  factors  as  use  of  the  drug  for  conditions  not  contained 
in  the  iaoeling  (including  intentional  abuse)  and  the  relative  efficacy 
between  the  drug  being  considered  and  other  available  treatment  modalities. 
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As  wc  noted  in  our  testimony  concerning  S.  2755,  we  are  very  concerned 
with  my  proposal  to  evaluate  drug  safety  based  on  factors  such  as 
nor, -approved  uses,  intentional  abuse  of  the  drug,  and  relative  efficacy. 
With  this  authority,  the  Secretary  could  keep  the  drug  from  the  market  — 
ev<  n it  it  was  otherwise  found  to  be  safe  and  effective  — i f he  found 
that  the  drug  cou  1 d be  subject  to  abuse  or  that  there  would  be  another 
drug  that  was  safer  and  more  effective  than  the  one  for  which  approval  is 
sought . 

We  believe  that  the  safety  and  efficacy  of  drugs  should  be  based  only 
on  their  intended  use  for  the  intended  population  as  contained  in  the 
labeling,  as  the  present  law  requires.  It  would  be  inappropriate  to 
deny  patients  the  medical  benefits  of  a drug  because  certain  segments 
of  society  choose  to  abuse  such  products.  Furthermore,  drugs  with  abuse 
potential  are  now  currently  regulated  pursuant  to  the  Controlled 
Substances  Act.  Likewise,  while  some  drugs  may  not  be  as  effective 
as  others,  it  is  not  an  uncommon  occurrence  when  a physician  cannot 
prescribe  so-called  “standard,  safe  or  effective  treatment"  due  to  the 
special  needs  of  the  particular  patient  and  must  turn  to  other  drugs  or 
modes  of  therapy.  We  also  do  not  see  the  relevance  in  determining  whether 
a drug  is  safe  for  one  purpose  by  making  a determination  as  co  whether 
the  drug  is  safe  or  effective  for  an  indication  that  it  is  not  purported 
to  treat.  Such  analysis  would  lead  to  untold  speculation  as  to  the 

effects  of  a drug  never  intended  by  the  drug's  developer. 

Distribution  and  Dispensing  Requirements 


The  Secretary  would  be  authorized  to  impose  such  requirements  as  he 
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deems  appropriate  UpDn  the  dispensing  and  distribution  of  drugs  if  he 
finds  that: 

(1)  in  the  opinion  of  qualified  experts  use  of  the  drug  presents 
significant  risks  to  patients; 

(2)  because  of  the  risks,  the  drug  would  not  be  determined 
"safe"  without  such  conditions; 

(3)  the  conditions  could  reasonably  be  expected  to  reduce  the 
risk;  and 

(A)  no  other  administrative  or  educational  action  available 
to  the  Secretary  pursuant  to  the  Act  could  reasonably  be 
expected  to  reduce  the  risk  sufficiently. 

The  conditions  would  be  imposed  without  a time  limit  and  would  -only 
be  limited  by  the  requirement  that  the  Secretary  could  only  restrict  the 
use  of  the  drug  to  practitioners  with  specific  training  or  experience  or 
to  require  that  the  drug  be  used  only  in  a specific  facility  if  the  FDA  Com- 
missioner determines  such  a reciuirement  is  necessary  for  the  drug  to  be 
determined  safe.  The  FDA  Commissioner  would  be  prohibited  from  restricting 
the  use  of  a drug  only  to  board  certified  practitioners.  Conditions  that 
could  be  imposed  upon  a drug  are  not  limited  in  the  bill  but  could  include: 


(1) 

limitations  on  practitioner  availability; 

(2) 

faci 1 i t ies  ; 

(3) 

dose; 

W 

indications  for  use; 

(5) 

preuse  approval  by  FDA;  and 

(6) 

limits  on  the  amount  of  a drug  that  could 
or  dispensed  at  any  one  time. 

be  prescribed 

Secretary  would  be  authorized  to  require  patient 

informed  consent 

prior  to  the  use  of  certain  drugs. 
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It  must  be  stressed  that  the  bill  would  authorize  the  imposition  of 
conditions  upon  drugs  that  are  not  experimental,  but  for  which  the  Secretary 
has  determined  could  not  be  approved  "but  for"  the  condition.  This  is  a 
dramatic  shift  from  existing  law  and  practice.  Since  the  cond  i t ions  limit 
physician  discretion  in  drug  use,  the  provision  indicates  an  attitude  that 
it  is  necessary  for  the  federal  government  to  intervene  in  the  treatment 
planning  for  an  individual  patient.  Treatment  planning  is  currently  the 
province  of  the  physician  who  is  both  ethically  and  legally  responsible 
for  the  well-being  of  his  patient.  In  effect,  the  provision  implies 
that  the  patient  needs  protection  from  the  physician  in  drug  product  decisions 
and  that  that  protection  should  come  from  the  federal  government. 

The  American  Medical  Association  not  only  does  not  accept  the  need  for 
Federal  intervention  in  treatment  decisions,  but  believes  that  this  proposal 
is  but  one  more  step  toward  direct  Federal  government  intervention  into  the 
practice  of  medicine,  with  medical  decisions  affecting  individual  patients 
being  made  by  FDA  staff  in  Washington  and  not  by  the  patient's  physician. 

We  believe  that  such  provisions  would  effect  a major  transfer  of 
authority  to  make  medical  decisions  for  patients  from  physicians  to  the 
Secretary  of  HEW.  Such  a prospect  is  not  based  on  mere  speculation.  When  FDA 
was  considering  removal  of  the  drug  phenformin  from  the  market  it  suggested 
that,  in  lieu  of  total  withdrawal,  the  physician  would  be  authorized  to 
dispense  phenformin  to  his  patient  only  if  the  physician  supplied  FDA  with 
a check-list  describing  the  patient's  condition  and  test  results  so  that  FDA 
could  evaluate  and  decide  whether  that  patient  should  be  placed  on  the  drug 
regimen.  That  activity  is  the  practice  of  medicine,  and  goes  to  the  very 
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essence  of  medical  practice.  Decisions  of  such  character  should  remain 
within  the  professional  judgment  of  the  physician  who  has  examined  the 
patient  and  has  made  an  individual  evaluation  of  the  patient's  condition 
and  needs.  The  proposed  provision  crosses  over  the  line  separating  the 
regulation  of  drugs  to  assure  their  safety  and  efficacy  from  the  regulation 
of  the  practice  of  medicine,  with  the  HEW  Secretary  making  basic  medical 
decisions  for  patients  by  regulation,  from  Washington.  This  provision 
should  not  be  adopted. 

Concerning  the  proposal  that  would  require  informed  consent  in  .the 
treatment  situation,  we  believe  that  this  provision  would  unduly  interfere 
with  the  physician/patient  relationship.  It  can  be  anticipated  that  imple- 
menting regulations  would  leave  minimal  discretion  to  the  physician  in 
determining  the  content  and  form  of  the  disclosure  which  would  be  required 
as  the  basis  for  such  consent.  We  are  concerned  regarding  the  various 
disclosures  that  HEW  would  require  physicians  to  make.  Would  physicians 
be  subject  to  a requi rement  simi lar  to  that  imposed  on  clinical  investigators 
by  HEW  on  January  2,  1979  that  informed  consent  disclosures  be  made  regarding 
the  physician's  liability  in  situations  where  there  is  a drug  misadventure? 

We  believe  that  such  a procedure  would  only  serve  to  impair  the  physician/ 
patient  relationship  and  the  confidence  attaching  thereto  that  is  so  neces- 
sary for  proper  patient  care.  We  believe  a national  requirement  for  such  a 
procedure  should  not  be  enacted.  Rather,  we  believe  informed  consent  requests 
should  be  based  upon  the  laws  of  the  states. 

Patient  Package  Inserts 


The  bill  would  require  the  secretary  to  mandate  patient  package  inserts 
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for  all  drugs  unless  the  Secretary  found  that  such  inserts  are  not  necessary 
"to  protect  the  public  health  or  to  promote  the  safe  and  effective  use  of  the 
drug  product  by  the  patient".  The  insert  would  be  developed  by  the  manu- 
facturer with  FDA  approval  as  to  content.  A book  containing  the  patient  package 
inserts  with  the  100  most  prescribed  drugs  (as  determined  by  the  Secretary) 
would  be  required  to  be  available  in  all  pharmacies.  The  insert  would 
contain  information  regarding:  directions  for  use,  (including  precautions 

to  be  taken  when  using  the  drug,  list  of  significant  side  effects  and  ad- 
verse reactions  associated  with  the  use  of  the  drug  and  warnings  against  un- 
safe use  of  the  drug);  proper  storage  and  handling;  and  any  other  information 
the  Secretary  deemed  necessary  to  promote  the  safe  and  efficacious  use  of  the 
product.  The  insert  v/ould  be  required  to  be  distributed  to  all  patients  unless 
the  drug  was  being  administered  to  a pat ient  d i rect ly  by  a practitioner  in 
a hospital,  in  an  energency  situation,  or  if  the  practitioner  has  indicated 

that  the  insert  should  not  be  distributed  to  the  patient  for  medical  reasons. 

\ 

The  AMA  believes  that  special  patient  information  is  appropriate  for 
certain  drugs  as  an  adjunct  to  the  physician's  instructions.  The  provisions 
in  this  bill  are  a significant  improvement  over  those  found  in  S.  10^5.  How- 
ever, such  information  should  not  be  mandated  for  all  drugs.  Medical  in- 
formation regarding  drug  therapy  prescribed  for  patients  originates  properly 
with  the  physician  who  is  legally  and  ethically  responsible  for  all  aspects 
of  the  patient's  treatment  and  who  is  in  the  best  position  to  determine  the 
scope  and  complexity  of  information  that  would  be  appropriate  for  the  indivi- 
dual patient.  Mandatory  detailed  pat i ent  1 abe 1 i ng  (that  could  appear  to 

be  min i -treat i ses  on  the  prescription  drug's  use)  could  discourage  proper 
patient  use  of  a drug  or  could  encourage  inappropriate  self-medication  by 
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pptjents  for  themselves  or  members  of  their  families. 

p/hi|e  we  believe  that  there  is  a role  for  patient  labeling  for  a limited 
ppmber  of  drugs  for  which  the  provision  of  supplementary  information  to  the 
patient  would  be  valuable  as  an  aid  in  patient  compliance  with  the  treatment 
pecjimen,  the  language  to  be  contained  therein  should  not  be  developed  uni- 


laterally by  HEW  (this  would  be  the  likely  result  of  FDA  approving  patient 
jp^er.t  language)  but  should  result  from  the  joint  effort  of  the  medical  profes- 
sion, manufacturers,  other  scientific  groups,  and  the  FDA.  We  are  also 
concerned  about  the  situations  where  a physician  would  order  that  the  PPI 
p>e  withheld  from  a patient  and  yet  that  same  PPI  would  appear  in  a booklet  at  a 
gharmacy  counter. 

^tie  AMA  amendments  to  the  Food,  Drug  and  Cosmetic  Act  regarding  patient 

jpformation  leaflets  should  be  adopted.  Those  amendments  would  establish  a 

National  Advisory  Council  to  determine  whether  the  patient  information  leaflet 

•> 

p/ould  be  appropriate  for  a drug  ,and  where  appropriate,  what  language  would 
pe  contained  therein.  Manufacturers  would  be  required  to  supply  leaflets 
pc*  physicians  and  pharmacists,  with  pharmacists  distributing  leaflets  tc 
patients  at  the  direction  of  the  physician,  with  the  primary  responsibility 
fgr  information  retained  by  the  physician. 


Break-Through  Drugs 

■pbe  bill  would  authorize  the  Secretary  to  allow  the  marketing  of  a drug, 
pending  the  receipt  and  analysis  of  full  efficacy  data  in  those  cases  where 
there  exists  'significant  evidence"  ( i . e - , evidence  consisting  of  well  conducted 
apical  and  clinical  investigations)  that  indicate  that  upon  completion  of  the 
Requisite  efficacy  studies  that  the  drug  would  be  found  to  be  effective  for  the 
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indications  in  its  approved  labeling.  In  such  a case  if  the  drug  would  then 
b-’  found  indicated  for  a condition  that  is  life  threatening,  severely 
debilitating  or  disabling  to  the  target  patient  population  and  that  no 
alternate  treatment  modality  exists  or  that  the  drug  promises  major  thera- 
peutic advantages  over  existing  modalities,  the  drug  could  then  be  approved 
for  limited  marketing.  Such  marketing  would  be  authorized  for  a period  of  three 
years  (subject  to  renewal).  The  Secretary  could  impose  limited  distribution 
conditions  on  the  drug  and  must  require  that  the  drug  be  dispensed  only 
pursuant  to  a valid  prescription.  Applicants  would  be  required  to  assure  an 
adequate  data  collection  system  as  to  the  use  of  and  experience  with  the 
drug  and  to  conduct  such  clinical  investigations  as  necessary  to  establish 
the  drug's  efficacy. 

The  AMA  supports  adoption  of  a program  accomplishing  the  goals  con- 
templated in  S.  1075  to  allow  for  limited  marketing  of  "break-through  drugs" 
for  a limited  period  of  time  in  order  to  make  such  drugs  available  for  patient 
treatment  sooner  than  is  currently  possible  under  existing  law.  However, 
such  a program  should  not  allow  a drug  to  remain  in  the  preapproval  status 
indefinitely  (as  could  S.  1075)  lest  the  program  become  a vehicle  for 
permanent  limited  distribution. 

Promotional  Practices 

The  bill  would  establish  stringent  controls  regarding  the  promotional 
practices  of  drug  manufacturers  and  distributors.  The  manufacturers  and 
distributors  wouid  be  prohibited  from  providing  gifts  to,  or  performing 
services  for,  health  professionals  worth  more  than  $5  as  inducement  to 
stock,  prescribe  or  use  a particular  drug.  The  bill  would  require  a 
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manufacturer's  and  distributor's  representative  to  provide  a copy  of 
the  physician's  labeling  to  physicians  for  all  drugs  that  are  the  subject 
of  a physician/representative  contact.  The  bill  would  also  prohibit  "detail 
script  audits"  (i.e.  a review  of  prescriptions  in  pharmacies  by  a manu- 
facturer’s representatives  to  determine  the  prescribing  practices  of  a 
particular  physician)  and  would  require  all  educational  materials  and 
conferences  prepared  or  sponsored  by  a manufacturer  or  distributor  to 
indicate  conspicuously  the  origin  of  the  materials  or  the  sponsorship  of 
the  program. 

We  believe  that  these  provisions  are  designed  to  eliminate  improper 

I 

and  unethical  promotion  practices  in  the  drug  market  and  are  proper.  We 
are  pleased  to  note  the  acceptance  of  our  suggestion  in  previous  testimony 
that  manufacturers  be  allowed  to  supply  product  samples  to  physicians  upon 
the  express  written  request  of  the  physician.  Such  a procedure  will  allow 
physicians  to  validly  use  product  samples  as  patient  starters  for  short 
periods  of  time,  or  for  use  in  determining  the  efficacy  or  proper  dosage  of  a 
drug  prior  to  prescribing  a larger  supply  of  the  drug. 

Drug  Research 

The  subject  of  drug  research  has  been  an  area  of  long-standing  controversy 
since  the  implementation  of  the  1962  amendments  to  the  Food,  Drug  and  Cosmetic 
Act.  Along  with  establishing  the  efficacy  requirement  for  new  drugs,  the 
Kefauver-Harr i s Amendment  also  placed  drug  research  with  humans  directly 
under  the  supervision  of  the  FDA.  This  has  led  to  charges  that  the  agency 
has  significantly  increased  the  time  involved  and  cost  related  to  developing 
data  in  support  of  a new  drug  application.  !t  has  been  alleged  that 
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there  has  been  a significant  increase  of  major  drug  research  being 
conducted  in  foreign  countries  due  to  delay,  conservatism  and  constantly 
shifting  requirements. 

The  AMA  is  especially  conscious  of  the  availability  of  numerous 
health  benefits  derived  from  major  innovative  drug  research  in  the 
United  States.  The  development  of  new  and  innovative  products  has 
enabled  physicians  to  better  treat  patients  for  conditions  that  were 
not  subject  to  treatment  or  were  treatable  only  through  surgical  or 
other  invasive  procedures.  However,  in  recent  years  we  have  noted  an 
increase  in  the  number  of  products  available  overseas  for  a significant 
period  before  they  become  available  in  the  United  States.  Also,  recent 
information  indicates  a major  shift  in  drug  research  to  jurisdictions 
out  of  the  U.S. 

While  re-stating  the  basic  tenets  of  ethical  and  properly  conducted 
clinical  research  (i.e.  good  record  keeping,  protection  of  the  rights 
and  health  of  subjects,  insuring  subject  privacy  and  informed  consent), 
the  bill  offers  two  amendments  to  the  Act  addressed  primarily  to  the 
charge  of  shifting  research  requirements.  The  bill  would  authorize 
research  applicants  to  request  advice  on  acceptable  protocols  and 
investigation  designs  from  FDA.  The  bill  would  also  . require  the  FDA  to 
publish  research  guidelines  that  while  in  force  could  generally  be 
relied  upon  by  a drug  researcher  who  follows  the  guidelines.  Finally, 
the  bill  would  require  the  Secretary  to  develop  an  informal  mechanism 
for  resolution  of  scientific  disputes. 
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We  believe  that  these  changes  would  aid  in  alleviating  the  problems 
that  unduly  hindered  our  drug  research  in  this  country  in  recent  years. 
In  the  AMA  developed  amendments  we  suggested,  as  an  additional  option 
to  the  existing  procedures  under  the  Food,  Drug  and  Cosmetic  Act  that 
a drug's  researcher  could  enter  into  a drug  development  protocol  agree- 
ment with  FDA  whereby  completion  of  the  protocol  (as  agreed  upon)  would 
lead  to  the  relative  assurance  that  the  drug  would  be  approved  for 
marketing  if  the  test  data  fell  within  a predetermined  range.  This 
more  formal  approach  would  require  the  agency  and  the  investigator,  at 
the  start  of  the  research  program,  to  define  the  needs  of  both  parties 

i 

and  to  establish  the  full  scope  of  work  that  would  then  be  relied  upon. 
We  commend  this  program  for  your  consideration. 

While  we  support  the  provision  of  S.  1075  for  the  development 
of  an  informal  mechanism  for  scientific  dispute  resolution,  we  believe 
that  there  should  also  be  a formal  resolution.  In  this  regard  we 
woul d suggest  the  Committee  adopt  the  AMA  draft  provision  designed  to 
establish  a blue-ribbon  panel  of  the  National  Academy  of  Sciences  to 
resolve  such  disputes. 

S.  1075  would  also  provide  statutory  recognition  for  so-called 
"mercy  IND's".  We  support  such  recognition. 

Notification  of  Risk 

The  Secretary,  upon  finding  that  a drug  presented  a significant 
risk  of  illness  or  injury  to  patients  or  to  the  public  health,  could 
order  physicians  to  notify  the  patients  who  are  subject  to  the  risk 
if  such  notification  would  eliminate  or  reduce  the  risk. 
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to  the  patient.  Should  physicians  fail  to  notify  patients  pursuant 
to  the  Secretary's  orders,  they  would  be  liable  to  heavy  penalties 
under  the  Act.  The  Secretary  would  be  required  to  consult  with 
representatives  of  groups  required  to  provide  notice  pursuant  to  the 
Act . 

We  believe  that  this  provision  should  not  be  enacted.  A physician 
who  failed  to  carry  out  the  Secretary's  order  and  notify  all  patients 
under  his  care  of  the  risk  would  be  liable  for  substantial  civil 
penalties.  This  would  be  so  even  if  the  physician,  using  sound  medical 
judgment,  considered  such  notice  inappropriate  for  a particular 
patient.  We  are  also  concerned  about  the  extent  of  record  keeping  and 
follow-up  systems  that  would  be  required  so  that  a physician  could  be 
able  to  readily  identify  all  patients  subject  to  the  risk  and  locate 
them  for  notification.  This  requirement  applies,  even  years  after 
the  patient  had  received  the  treatment  or  had  stopped  seeing  the  physician 
The  provision  as  constructed  is  unreasonable  in  scope.  Rather,  we 
would  suggest  that  the  Secretary  be  given  authority  to  notify  physicians 
of  the  risk  and  to  request  physicians  voluntarily  to  provide  information 
to  their  patients.  This  would  allow  the  physician  to  decide  which 
patients  to  provide  the  information  and  what  specific  information 
should  be  provided. 

Imminent  Hazard 

Under  current  law,  a drug  may  be  removed  from  the  market  by  one 
of  two  procedures.  If  the  Secretary  felt  that  the  drug  was  no  longer 
safe  or  effective,  an  extensive  procedure,  including  a hearing  for 
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removal  of  the  drug  could  be  Initiated.  These  procedures  often  take 
years  to  complete.  Therefore,  the  law  also  provides  that  if  the 
Secretary  of  HEW  makes  a determination  that  a drug  poses  an  "immi nent 
hazard  to  the  public  health"  marketing  approval  of  the  drug  could  be 
suspended  immediately,  without  hearing.  Since  its  adoption,  the 
imminent  hazard  provision  has  been  used  only  once.  This  removal 
procedure  is  considered  by  some,  including  FDA,  to  be  too  high  a 
standard  for  the  initiation  of  prompt  action  regarding  drug  removal. 

The  bill  would  authorize  the  Secretary  to  suspend  a drug  without 

I * 

any  hearing  upon  a finding  that  the  drug  presents  an  unreasonable 
risk  of  illness  to  any  segment  of  the  population. 

We  agree  that  there  have  been  problems  regarding  the  removal  of 
drugs  from  the  market  that  do  not  pose  an  imminent  hazard  to  health 
but  that  should  be  removed  from  the  market  expeditiously.  However, 
in  our  opinion  the  extra-ordinary  action  of  removing  the  drug  from  the 
market  in  an  ex -parte  summary  proceeding  without  any  prior  hearing 
shoul  d cont i nue  to  be  reserved  for  only  those  drugs  that  present  a 
true  imminent  hazard  to  the  publ I c heal th.  Due  process  procedures 
should  be  established  for  all  cases  of  lesser  risk. 

AMA's  draft  amendments  to  the  Act  contain  provisions  that  would 
establish  an  additional  procedure  i n the  Act  to  allow  the  Secretary 
to  suspend  a drug's  approval  cr  modify  its  labeling  upon  the  findings 
that  the  drug  poses  a serious  and  substantial  risk  to  the  public 
health  and  after  a hearing  held  within  30  days  of  the  Secretary's 
determination.  This  type  of  provision  would,  in  our  opinion,  allow 
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a mezhanism  for  prompt  removal  as  well  as  an  opportunity  to  scrutinize 
the  Secretary's  actions  prior  to  the  radical  action  of  suspending  a 
drug's  approval  for  those  drugs  that  do  not  present  an  "imminent  hazard", 
but  should  have  their  marketing  status  promptly  reviewed.  it  should  be 
noted  that  in  the  one  case  where  the  imminent  hazard  provision  was 
invoked,  the  drug  was  not  removed  from  the  market  immediately,  therefore 
arguing  against  the  need  for  action  without  a due  process  hearing. 

Pre-1938  Drugs 

Current  law  exempts  certain  drugs,  marketed  prior  to  1938,  from 
the  premarketing  approval  requirements  under  the  Act  requiring  the 
establishment  of  the  drug's  safety  and  efficacy.  The  bill  would  repeal 
the  exemption  and  subject  all  drugs  to  agency  premarketing  approval. 

The  AMA  does  not  believe  that  this  provision  is  desirable  or 
necessary.  Drugs  that  are  currently  marketed  pursuant  to  the  pre- 
1938  exemption  have  apparently  stood  the  test  of  time  assuring  their 
safety  and  efficacy.  Any  drugs  in  this  category  of  an  unsafe  and 
ineffective  character  have  lost  their  market  to  those  products  with 
proven  results.  In  this  era  of  increasing  regulatory  burdens  and 
rapidly  increasing  costs,  it  does  not  appear  reasonable  to  require  the 
use  of  scarce  research  resources  and  funds  to  establish  the  market- 
ability of  drugs  that  have  been  marketed  for  at  least  *tl  years.  We 
believe  that  the  drugs  that  have  withstood  the  test  of  time  so  well 
should  not  be  subjected  to  expensive  research  to  establish  a fact 
that  is  already  known  --  that  the  pre-1938  drugs  still  widely  used  are 


effective  and  safe. 
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Federal  Drug  Index 

S.  1075  woul'd  authorize  the  development  and  distribution  of  a 
Federal  Drug  Index  that  would  contain  a listing  of  all  approved  drugs 
(listed  by  their  established  name),  labeling,  and  other  information 
regarding  drugs  as  determined  by  the  Secretary.  The  bill  would  require 
the  Secretary  to  solicit  private  organizations  to  develop  an  index 
meeting  the  requirements  of  the  Act  and  would  prohibit  the  Secretary 
from  developing  an  index  for  a period  of  three  years  from  the  effective 
date  of  the  Act  in  order  to  determine  whether  the  private  sector  would 
produce  the  required  index. 

While  the  AMA  still  believes  that  the  development  of  such  an  index 
would  be  duplicative  of  long-standing  recognized  and  duly  accepted 
references  regarding  drugs  including  the  U.S.  Pharmacopoeia,  the  National 
Formulary,  the  Physician's  Desk  Reference,  and  the  AMA 'sown  Drug 
Evaluations,  we  do  believe  that  this  provision  is  an  important  improve- 
ment over  that  contained  in  S.  1045.  We  fully  expect  the  private 
sector  will  be  able  to  modify  existing  publications  to  comply  with 
requirements  of  the  bill  and  thereby  avoid  a large  government  expenditure 
to  duplicate  already  existing  capabilities. 

Surveillance  Requirements 

The  bill  would  authorize  the  Secretary,  as  a condition  of  a drug's 
approval,  to  require  manufacturers  of  drug  products  to  establish 
surveillance  systems  to  develop  data  regarding  the  use  of  and  adverse 
reactions  from  the  use  of  the  drug.  The  bill  anticipates  surveillance 
requirements  being  imposed  for  drugs  to  remain  in  effect  for  five  years 
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with  subsequent  5_year  renewals  as  the  Secretary  deems  necessary. 
Regulations  would  be  required  to  establish  the  criteria  for  deter- 
mining whether  surveillance  of  a particular  drug  would  be  necessary. 

No  regulations  could  be  published  prior  to  receipt  and  review  and 
public  comment  on  the  report  of  the  Joint  Commission  on  Prescription 
Drug  Use. 

The  AMA  notes  that  there  is  no  comprehensive  adverse  reaction 
reporting  system  in  the  United  States  currently  as  there  are  in  other 
countries.  Such  a system,  if  well  constructed  and  sensitive  enough 
to  provide  meaningful  data,  could  be  of  great  benefit  in  providing 
reliable  information  with  which  better  to  evaluate  the  use  of  drugs 

j 

in  large  populations  for  extended  periods  of  time.  However,  we  do 
not  believe  that  such  a system  need  reach  into  every  preserver's  office 
and  files.  We  believe  that  any  system  established  should  provide 
for  voluntary  sampling  of  reporting  physicians  and  treatment  settings. 

We  also  believe  that  no  surveillance  system  should  be  used  to  deny 
access  to  a marketed  drug  for  physicians  v/ho  do  not  submit  use  and 
adverse  effect  information. 

The  AMA  is  currently  participating  in  the  Joint  Commission  on 
Prescription  Drug  Use  whose  charge  is  to  determine  the  feasibility  of 
developing  a comprehensive  surveillance  system  and  to  make  such  recom- 
mendations as  appropriate  regarding  the  form  that  such  a system  should 
take.  While  we  believe  such  a system  could  provide  valuable  and 
useful  information,  we  suggest  that  no  nationwide  drug  surveillance 
system  be  established  until  the  report  of  the  Commission  is  available 
for  an  evaluation.  While  we  are  pleased  to  see  recognition  of  the 
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Commission's  activities  in  the  bill,  we  would  still  recommend  that  no 
legislation  be  enacted  regarding  post  approval  surveillance  until 
such  time  as  the  Commission's  report  is  received  and  reviewed. 

Citizen  Participation 

The  bill  would  provide  for  reimbursement,  by  FDA,  of  attorney's 
fees  and  ocher  expenses  directly  related  to  citizen  participation  in 
agency  proceedings.  Funding  would  be  available  to  persons  when 
the  agency  finds  that  the  person  had  insufficient  resources  to 
participate  adequately  in  the  proceeding  and  that  the  person  re- 
presents an  interest  that  would  be  substantially  affected  by  the  out- 
come of  the  hearing  and  whose  presence  would  contribute  to  the  fair 
and  informed  resolution  of  the  issues  to  be  resolved  in  the 
proceed i ngs . 

We  consider  such  a program  to  be  fraught  with  potential  for  abuse. 

We  are  specifically  concerned  with  the  manner  in  which  FDA  would  deter- 
mine who  would  be  the  true  representatives  of  the  public  and  how  the 
agency  would  separate  them  from  self-appointed,  self-styled 
representatives  who  may  not  fully  represent  the  public's  view.  We  are 
concerned  that  under  such  authorization  the  agency  might  be  inclined 
to  select  those  participants  who  represent  the  agency's  own  point  of 
view.  Preliminary  results  from  a recent  study  indicate  that  in  funding 
interest  groups  pursuant  to  the  Magnuson-Moss  Amendments,  the  Federal 
Trade  Commission  staff  may  have  unduly  influenced  proceedings  mobilizing 
participants  who  favorthe  staff  position.  It  was  found  that  compensated 
groups  tended  either  to  support  the  rules  or  take  the  position  that  rules 
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did  not  go  far  enough. 

Therefore,  we  are  concerned  that  such  a provision  could  be  used  by 
the  Agency  staff  to  reinforce  their  position  before  the  agency  and 
would  place  the  full  resourcesof  the  Federal  government  in  opposition 
to  parties  before  the  agency  and  deter  the  filing  of  perhaps  justifi- 
able petitions. 

We  believe  that  the  public  should  be  ably  represented  by  FDA 
staff  in  drug-related  matters.  Potential  adverse  effects  of  the 
provision  contained  in  the  bill  clearly  outweigh  any  perceived  benefits 
accruing  from  such  a program,  and  therefore  such  a program  should  not 
be  adopted. 

Civil  Penal t i es 

The  bill  would  establish  a system  under  which  the  Secretary  of 
HEW  would  adjudge  violations  of  the  Food,  Drug  and  Cosmetic  Act 
and  assess  civil  penalties.  Individuals  would  be  subject  to  cash 
penalties  up  to  $10,000  per  violation.,  and  non- i nd  i vidual  defendants 
(i.e.,  partnerships,  corporations,  and  other  entities)  would  be  liable 
for  a maximum  penalty  of  $25,000  per  violation.  Mo  single  action 
pursuant  to  the  provisions  could  request  penalties  of  more  than 
$500,000  for  an  individual  or  $1,000,000  for  a non- i nd i v i dua 1 defendant. 
The  charges  would  be  brought  by  HEW  and  tried  by  employees  of  the 
department  with  appeals  from  final  orders  to  the  courts. 

We  do  not  believe  that  this  enforcement  program  is  necessary 
or  justified  in  light  of  current  experiences  of  enforcement  under  the 
Act.  To  date,  matters  concerning  Federal  Food,  Drug  and  Cosmetic  Act 
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have  been  handled  by  the  Federal  courts.  There  have  been  no  indications 
or  showings  that  the  courts  have  not  been  acting  in  an  expeditious 
manner.  We  do  not  believe  it  is  appropriate  to  create  a new  regulatory 
tribunal  within  HEW  for  litigation  of  the  fine  points  of  the  Food  and 
Drug  law,  especially  in  these  times  when  bureaucracy  and  regulatory  control 
should  be  reduced. 

Submission  of  False  or  Misleading  Data 

The  bill  would  prohibit  the  maintenance  or  submission  by  any  indivi- 
dual of  any  required  data,  record  or  report  which  is  false,  misleading 
or  incomplete. 

The  American  Medical  Association  abhors  any  practice  that  would 
involve  the  submission  of  misleading  data  to  FDA.  We  therefore  support 
this  provision  and  note  its  similarity  to  the  provision  found  in  the  AMA 
draft  amendments  that  likewise  prohibits  the  submission  of  false  or 
misleading  data  to  FDA. 

Drug  Exports  * 

The  bill  would  make  major  changes  in  the  law  regulating  export  of 
drugs  from  the  United  States.  Current  law  only  allows  such  export  if 
the  drug  in  question  has  been  approved  for  distribution  in  the  U.S.  or 
if  a valid  investigation  exemption  is  in  effect.  The  bill  would  authorize 
the  export  of  drugs  not  approved  domestically  if  the  Secretary  finds' 
that  the  drug  meets  the  specifications  set  by  the  purchaser  or  consignee 
of  the  drug  product,  that  the  government  of  the  importing  nation  has 
approved  the  transaction  after  reviewing  a report  on  the  drug  submitted 
to  the  government  by  the  manufacturer,  and  the  export  of  the  drug  will 
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not  be  adverse  to  the  public  health.  The  issuance  of  an  export 
pr-rnit  would  be  authorized  only  after  notice  in  the  Federal  Register 
and  opportunity  for  public  comment. 

The  American  Medical  Association  believes  that  the  U.S.,  export 
policy  should  be  modified  so  as  to  meet  health  needs  in  other  countries. 
There  could  be  many  instances  where  a domestic  drug  company  could 
develop  a drug  or  manufacture  a drug  that  would  have  no  medical  use  in 
the  United  States  (e.g.  for  a tropical  disease)  for  which  domestic 
approval  would  never  be  sought , a nd  where  the  marketing  of  the  drug 
for  export  would  be  desirable  and  of  benefit  to  the  citizens  of  the 
importing  country.  We  support  this  provision. 

Subpoenas 

The  bill  would  authorize  FDA  by  administrative  subpoena  "to  compel 
attendance  and  testimony  of  witnesses  or  require  the  production  of  any 
records  (including  books,  papers,  documents)  that  may  be  relevant  to 
the  matter".  (Emphasis  added) 

We  are  concerned  with  this  unlimited  subpoena  authority  in  that  it 
makes  no  special  provision  for  confidential  and  protected  patient  medical 
records.  Medical  records  often  contain  personal  information  that  a patient 
provides  a physician  as  part  of  the  treatment  situation  with  the  expectation 
that  such  confidences  would  not  be  revealed.  Such  a confidential  relation- 
ship is  the  very  essence  of  the  phys i c i an/pat i en c relationship.  In  various 
sections  of  S.  1075  provision  is  made  to  recognize  the  privacy  of  patients 
and  research  subjects.  Yet  in  this  provision  the  Secretary  would  be  able 
to  compel  the  production  of  any  medical  record  that  "may  be  relevant 
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to  the  matter,  (emphasis  added) 

We  believe  that  this  provision  fails  to  recognize  the  need  for 
privacy  of  medical  records  as  recommended  by  the  Privacy  Protection 
Study  Commission  and  would  establish  a precedent  for  continued  pro- 
liferation of  agency-issued  subpoenas,  without  court  supervision,  that 
could  be  directed  at  confidential  patient  records.  We  recommend  that 
this  provision  not  be  enacted. 

National  Center  for  Drug  Science 

The  bill  would  establish  a National  Center  for  Drug  Science  with 
educational  and  scientific  and  policy  research  authority.  The  Center 
would  be  responsible  for  administering  grants  for  the  planning,  establish- 
ment and  operation  of  the  programs  designed  to  provide  increased  emphasis 
on  the  teaching  of  clinical  pharmacology  in  health  profession  schools. 

The  Center  would  also  be  authorized  to  conduct  research  (clinical  epi- 
demiologic, statistical)  concerning  the  use  of  drugs  in  the  country.  It 
would  provide  safety  and  efficacy  information  regarding  drugs  on  the 
market,  new  drugs,  and  non-approved  uses  cf  marketed  drugs. 

Regarding  the  educational  function  of  the  Center,  we  note  that 
provisions  for  encouraging  the  study  of  clinical  pharmacology  have  been 
authorized  by  the  Comprehensive  Health  Manpower  Act  of  1971.  Clinical 
pharmacology  is  related  to  several  disciplines  basic  to  all  clinical 
fields.  Therefore,  it  is  most  appropriately  taught  in  conjunction 
with  other  disciplines  of  medicine.  While  supporting  continued  emphasis 
on  clinical  pharmacology  in  medical  school  curricula,  we  do  not  believe 
that  the  establishment  of  this  program  would  in  any  way  be  more  efficacious 
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in  assuring  proper  training  in  clinical  pharmacology  in  the  health 
professions  schools  than  through  the  existing  agencies  and  bureaus  that 
currently  administer  the  general  medical  education  grants.  Grants  for 
programs  in  clinical  pharmacology  are  currently  available  under  the 
special  projects  provisions  of  the  existing  health  manpower  law.  We 
believe  that  the  proposal  to  establish  educational  programs  as  part 
of  the  national  Center  would  fragment  the  present  authority  already 
established  in  HEW  to  administer  programs  to  assist  medical  education.  We 
do  favor  increased  support,  including  increased  funding,  for  education 

in  the  health  sciences  including  clinical  pharmacology  through,  the  ■ 

i • 

appropriate  vehicle  already  created  by  Congress  --  the  Health  Manpower 
Act . 


We  also  believe  that  at  this  time  the  creation  of  a new  Center 
in  the  Department  of  Health,  Education  and  Welfare  to  conduct  drug  re- 
search is  not  necessary.  If  additional  direct  Federal  research  appears 
to  be  necessary  to  supplement  clinical  and  epidemiologic  research  in 
the  private  sector,  we  suggest  appropriations  for  such  drug  research 
to  be  provided  to  the  National  Institutes  of  Health  to  enhance  coordination 
of  ongoing  basic  medical  research. 


CONCLUSION 

S.  1075  is  a substantial  improvement  from  the  total  re-write  of  the 
drug  law  that  was  proposed  in  "The  Drug  Regulation  Reform  Act  of  1973". 
However,  for  the  reasons  stated  above,  we  do  not  believe  that  S.  1075 
should  be  adopted  without  significant  amendments  in  conformance  with 


our  comments. 
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January,  I979 

AMA  DEVELOPED  AMENDMENTS 
TO  THE  FOOD,  DRUG  AND  COSMETIC  ACT 

The  following  is  a brief  summary  of  AMA  developed  amendments  to  the  Federal 
Food,  Drug  and  Cosmetic  Act. 


/ 


1.  An  optional  procedure  is  provided  as  part  of  the  new  drug 
approval  process  where  drugs  that  may  provide  a significant 
advancement  in  the  treatment  of  disease  would  be  available 
to  practicing  physicians  prior  to  the  drug's  final  approval 
by  FDA.  Any  physician  who  agreed  with  a drug's  sponsor  to 
make  certain  reports  and  maintain  certain  records  would  be 
able  to  obtain  the  drug  for  patients  if  the  FDA  and  the 
drug  sponsor  had  entered  into  a preapproval  marketing 
agreement.  Under  a new  Section  505(k)  of  the  Act,  this 
procedure  would  take  the  drug  from  the.  clinical  research 
setting  into  the  physician's  practice  and  would  provide  a 
larger  data  base  of  information  to  monitor  adverse  reactions 
of  the  drug  in  actual  use  on  patients.  A preapproval 
marketing  agreement  could  remain  in  effect  for  a maximum 

of  three  years. 

2.  Section  503 (i)  of  "the  Act  would  be  amended  to  authorize  an 
investigational  new  drug  protocol  agreement  as  an  alternate 
procedure  to  the  current  investigational  new  drug  research 
procedure.  The  agreed  upon  protocol  between  FDA  and  the 
drug's  sponsor  would  detail  the  type  of  information  that  FDA 
would  require  for  a new  drug  application  (NDA)  and  would 
contain  details  of  the  drug  sponsor's  program  to  obtain  the 
information  to  be  required  by  FDA.  The  agreement  would  be 
binding,  except  that  FDA  would  still  have  the  authority  to 
deny  an  NDA  if  the  safety  and  efficacy  of  the  drug  was  not 
established. 

3.  Section  505(c)  would  be  amended  to  establish  fixed  deadlines 
for  review  of  new  drug  applications  by  FDA.  The  amendment 
would  also  limit  the  number  of  extensions  from  the  deadline 
that  FDA  could  take  before  notice  and  public  hearings  would 
be  required  as  to  further  extensions. 

4.  A new  Section  711  would  be  added  to  the  Act  that  would  authorize 
a drug  sponsor  to  request  an  independent  review  of  the  scientific 
basis  for  any  adverse  decision  made  by  FDA  regarding  the  sponsor's 
drug.  The  review  would  be  made  by  a Select  Committee  of  the 
National  Academy  of  Sciences  and  the  Committee  would  be  required 
to  submit  its  recommendations  to  FDA. 
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5. 


Language  would  be  added  to  Section  505(d)  of  the  Act 
would  provide  tha1-  data  derived  from  well-controlled 
investigations  regarding  drugs  that  are  conducted  in 
countries  would  be  recognized  on  an  equal  basis  with 
well-controlled  clinical  investigations  conducted  in 
United  States  and  Canada. 


that 

clinical 

foreign 

such 

the 


6.  A new  Section  505(1)  would  be  added  to  the  Act  to  strengthen 
the  prohibition  against  the  submittal  of  false  or  misleading 
data  to  KDA.  Corporate  officers,  directors  and  managers  would 
be  held  responsible  for  the  false  and  misleading  submissions 
made  by  their  corporations  if  such  persons  knew  or  should  have 
known  of  sucli  a false  or  misleading  submission. 

7.  Label ing  requ I remen t s for  drugs  would  be  modified.  Section  501(b)(2) 
of  lIiC  Act  would  be  amended  to  require  that  tiie  label  on  prescrip- 
tion drugs  contain  the  name,  quantity  and  strength  of  the  drug 
contained  in  the  package.  Section  502  would  lie  amended  by 
establishing  a new  Subsection  (f)  that  would  authorize  the 

FDA  to  require  that  a patient  information  leaflet  (PIL)  be 
made  available  by  manufacturers,  to  physicians  for  distribution 
to  patients  where  the  physician  determines  that  provision  of 
supplemental  data  to  the  patient  would  be  appropriate.  PIL's 
would  be  required  for  a drug  only  after  the  FDA  had  received 
the  advice  and  concurrence  of  a National  Advisory  Panel 
established  by  the  bill.  A majority  of  the  panel  members  would 
be  practicing  physicians  nominated  by  national  medical 
professional  and  specialty  societies  to  serve  for  three  year 
terms.  Information  provided  in  the  PIL  would  be  supplemental 
to  that  provided  to  the  patient  by  the  prescribing  physician. 

The  language  that  FDA  could  require  in  the  PIL  would  be 
objective  and  non-threatening  and  could  not  contain  statements 
of  opinion  by  FDA  as  to  proper  or  acceptable  modes  of  practice. 
Approva L by  the  National  Advisory  Committee  would  also  he 
required  for’ the  language  contained  in  the  I’ll,.  The  amendment 
would  reserve  to  the  prescriber  Lite  responsibility  of 
distributing  a PIL  to  a particular  patient. 

8.  Section  505(e)  would  be  amended  to  provide  an  alternate  procedure 
to  the  existing  authority  of  the  Secretary  of  HEW  to  suspend 

a new  drug  application  if  he  finds  a drug  poses  an  imminent 
hazard  to  the  public  health.  The  amendment  would  authorize  the 
Secretary  of  HEW  to  suspend  the  approval  of  a new  drug  application 
or  to  require  amended  labeling  for  the  drug  after  the  Secretary 
has  determined  that  the  drug  poses  a serious  and  substantial  risk 
of  harm  to  the  public  health  and  after  an  opportunity  for  an 
expedited  hearing. 
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Mr.  Chairman,  Members  of  the  Committee: 

The  American  Society  of  Hospital  Pharmacists  is  the  national  pro- 
fessional organization  of  pharmacists  practicing  in  hospitals  and  other  organized 
health  care  settings.  Our  membership  exceeds  18,000  and  is  responsible  for 
provision  of  pharmaceutical  services  to  almost  15  million  beds  in  health  care 

institutions . 

Over  the  past  decade,  hospital  pharmacy  practice  has  evolved 
rapidly  into  an  essential  component  of  the  drug  use  system.  As  keystones 
of  the  formulary  system,  hospital  pharmacists  are  vitally  concerned  about 
the  relative  efficacy,  safety  and  cost  of  drugs.  As  patient-oriented 
pharmaceutical  services  and  drug  information  services  have  grown  and  expanded, 
hospital  pharmacists  have  become  even  more  concerned  about  how  drugs  are 
developed,  evaluated  and  used. 

The  Society  appreciates  the  opportunity  to  present  is  views 
on  drug  regulation  legislation  now  before  the  Subcommittee  (S.  1045,  S.  1075). 
Since  the  Society  submitted  a formal  Statement  to  the  Subcommittee  last  year 
on  S.  2755  (95th  Cong.,  2nd  Sess.,  1978)  we  will  not  repeat  our  commentary 
on  S.  1045  (96th  Cong.,  1st  Sess.,  1979),  its  identical  successor,  nor  will 
we  repeat  our  views  on  the  many  public  policy  issues  involved  in  drug 
legislation.  Accordingly,  we  will  confine  our  yiews  to  specific  provisions 
of  S.  1075  (96th  Cong.,  1st  Sess.,  1979)  and  supplement  policy  oriented 
comments  only  on  a limited  basis.  However,  we  trust  the  Subcomittee  will 
refer  back  to  our  earlier  Statement  for  specific  and  policy  oriented  comments 
on  drug  regulation  legislation. 
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Comment  One:  General.  In  November  1977,  the  Society's  Board  of 

Directors  established  a policy  dealing  with  drug  regulation.  We  regard  S.  1075 
as  generally  consistent  with  the  Society’s  policy  and  a significant  improvement 
over  the  philosophy  of  drug  regulation  embodied  in  S.  1075.  However,  we  do 
have  serious  concerns  about  several  aspects  of  S.  1075  and  hope  these  concerns 
will  be  eliminated  in  the  future  through  amendment  or  clarifying  language  in 
the  legislative  history  of  the  Drug  Regulation  Reform  Act.  In  general, 
however,  we  regard  S.  1075  as  a workable  means  to  overhaul  the  Food,  Drug 
and  Cosmetic  Act  which  accommodates  the  legitimate  needs  of  all  participants 
in  the  drug  development  and  drug  use  system. 

Comment  Two:  Patient  Drug  Information.  Section  117  of  S.  1075 

would  add  a new  section  504(a)  to  the  Food,  Drug  and  Cosmetic  Act  mandating 
patient  labeling,  establishing  the  content  of  the  labeling  and  identifying 
exceptions  to  its  distribution  requirement. 

We  remain  convinced  that  it  is  neither  necessary,  practical 
nor  feasible  to  require  health  care  institutions  to  distribute  patient 
labeling  to  inpatients.  We  believe  the  exemption  we  requested  in  our  original 
Statement  on  S.  2755  should  be  included  in  S.  1045. 

We  fully  support  the  concept  of  patient  education  and  believe 
the  organized  health  care  sector  has  been  a leader  in  this  field.  But  we 
question  the  application  of  statutory  provisions  mandating  distribution  of 
patient  labeling  to  the  inpatients  of  health,  care  institutions.  Our 
Statement  on  S.  2755  deals  extensively  with  the  reasons  mandatory  patient 
package  inserts  to  inpatients  of  health  care  institutions  are  unnecessary. 

These  reasons  relate  to  professional  standards  of  practice;  the  nature  of 
institutional  health  care;  the  leadership  and  voluntarism  within  organized 
health  care  in  developing  and  implementing  patient  education  programs  in 
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.1  ,r:  with  the  Joint  Commission  on  Accreditation  of  Hospitals  and  other 

standards,  and  the  extent  and  growth  of  patient  education  programs.  Though 
Koals  of  health  education  are  fairly  uniform  among  hospitals  and  relate  to 
generally  accepted  standards  and  criteria  for  such  programs,  hospitals  need 
flexibility  in  delivering  these  services  in  the  most  effective  and  efficient 
manner . 

We  also  are  concerned  about  the  cost  of  this  requirement. 

Last  year,  we  estimated  the  annual  cost  of  a patient  package  insert  program 
(as  reflected  in  S.  1075  and  FDA  regulations)  to  be  approximately  $437  per 
bed.  During  the  past  months,  we  expanded  our  study  and  the  results  confirmed 
our  earlier  estimates.  The  hospitals  in  our  survey  estimated  the  annual 
costs  of  a general  patient  package  insert  program  to  range  from  $336  to  $500 
per  bed.  One  hospital  estimated  that  even  if  patient  package  inserts  were 
limited  to  the  100  most  commonly  used  drugs  the  distribution  expenses  alone 
would  still  entail  annual  costs  of  $229  per  bed. 

We  recommend  the  Subcommittee  consider  a technical  change 
to  the  language  in  Section  504(a)(4)  to  make  it  more  clearly  reflect  its 
intent  - to  exempt  health  care  institutions  from  the  requirement  of  distri- 
bution of  patient  labeling  in  Section  504(a)(4)  unless  and  until  relevant 
regulations  are  issued  by  the  Secretary.  As  drafted.  Section  504(a)(4) 
could  be  interpreted  to  require  hospitals  to  distribute  patient  package 
inserts  until  alternative  regulations  are  issued.  Considering  the  costs 
and  the  existing  patient  education  programs  and  standards  already  established 
within  health  care  institutions,  we  believe  it  is  imperative  that  hospitals 
not  be  forced  to  distribute  patient  package  inserts  until  and  unless,  after 
due  consideration,  the  Secretary  issues  regulations  specifying  the  products 
to  be  covered,  and  the  alternative  methods  for  patient  package  insert  distri- 
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bution  to  inpatients. 

We  also  are  concerned  that  the  grant  of  authority  to  the  Secretary 
to  issue  regulations  respecting  Section  504(a)  CM (B) , though  requiring  "con- 
sultation" with  affected  parties,  does  not  adequately  channel  the  Secretary’s 
personal  discretion.  We  recommend  Section  504(a)(5)  be  amended  as  follows: 

* * * 

(5)  Consultations.  Prior  to  establishing  regula- 
tions under  this  subsection,  the  Secretary  shall 

consult  with  . . . other  interested  persons  as  to: 

a.  The  necessity  of  patient  information  labeling 
for  the  patient  in  inpatient  settings  in 
hospitals  and  similar  institutions  and  sub- 
sets thereof. 

b . The  impact  of  information  labeling  on  the 
cost  and  quality  of  health  care  in  insti- 
tutions and  subsets  thereof. 

c.  Alternative  mechanisms  to  deliver  informa- 
tion to  inpatients  in  an  effective  and 
meaningful  manner. 

d.  Minimum  standards  and  services  necessary  to 
effect  such  mechanisms. 

[New  language  underlined.] 

* * * 


Comment  Three:  Federal  Drug  Index.  S.  1075  would  add  a new 

Section  504(d)  to  the  Food,  Drug  and  Cosmetic  Act  authorizing  a drug  com- 
pendium to  be  published  and  distributed.  The  private  sector  would  he 
authorized  to  distribute  the  index. 

The  Society  is  extremely  pleased  that  Section  504(d)(1)  grants 
the  private  sector  the  opportunity  to  publish  a drug  index,  hut  we  remain 
convinced  that  a single  drug  index  is  unnecessary.  As  504(d)  Cl)  recognizes, 
the  private  sector  has  been  successful  in  developing  several  excellent 
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. .di  i;  the  Society's  American  Hospital  Formulary  Service,  and  the  American 
Medical  Association's  Drug  Evaluations  are  two  that  immediately  come  to  mind. 
These  works  are  readily  available  and  accessible  to  all  practitioners.  We 
fail  ^o  see  how  a federal  index  will  differ  from,  or  provide  better  availability 
of  data  than  existing  sources. 

We  believe  it  is  unnecessary  to  require  designation  of  a 
single  official  drug  index.  General  regulatory  standards  of  "official  drug 
indexes"  might  be  issued,  and  any  private  publication  (perhaps  after  appli- 
cation, review  and  certification)  which  met  the  regulatory  standard  would  be 
designated  an  "official  drug  index."  This  would  not  penalize  private  sector 
publications  not  chosen  as  the  single  drug  index  under  existing  language. 

It  also  would  retain  the  expertise  available  through  existing  publications, 
avoid  extensive  financial  commitments  by  the  Department  of  Health,  Education 
and  Welfare  to  subsidize  a single  index,  and  permit  the  index  to  reach  more 
people  at  lower  prices  through  the  forces  of  the  marketplace. 

We  also  have  some  technical  concerns  about  Section  504(d)(1). 

We  suggest  elimination  of  the  requirement  that  "all"  drugs  be  required  to 
be  included  in  the  drug  index  as  an  unduly  burdensome  requirement  which 
should  be  left  to  the  regulatory  discretion  of  the  Secretary.  We  also 
suggest  Section  504(d)(1)  make  clear  the  private  sector’s  rights  to  publish 
a federal  drug  index  do  not  expire  after  three  years,  but  remain  in  effect 
unless  the  Secretary  determines  no  index  meeting  applicable  standards  is 
being  published. 

Accordingly,  we  recommend  Section  504  be  amended  as  follows: 

* * * 

(d)(1)  The  opportunity  to  prepare,  publish  and  dis~ 
tribute  an  index  indexes  of  ail  prescription  drugs 
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and  revisions  thereof  in  accordance  with  the  require-  ^ 

ments  of  paragraphs  ( 2 ) and  (3)  and  applicable  stan-  \ 

dards  and  criteria  established  through  regulations 

issued  by  the  Secretary  shall  be  afforded  by  the 

Secretary  to  any  private  organization  meeting  said 

requirements  and  shall  be  so  certified  by  the 

Secretary  fer  a three  year  peried  following  the 

date  of  enaetment  of  the  Brag  Regulation  Reform  Aet 

of  19?9.  If  at  any  time  after  sneh  the  three  year 

period  following  the  date  of  enactment  of  the  Drug 

Regulation  Reform  Act  of  1979  . . . 

[New  language  underlined;  old  language  deleted.] 

* * * 


The  Society  believes  the  standards  for  the  format  of  the  index, 
set  forth  in  Section  504(d)(2),  will  provide  the  type  of  information  needed 
by  health  care  professionals  to  evaluate  drugs.  However,  elimination  of  the 
monograph  system  and  retention  of  the  existing  system  of  individual  product 
approval  may  perpetuate  artificial  labeling  differences  for  the  same  drug 
products  which  have,  in  the  past,  presented  problems  for  hospital  pharmacists; 
under  the  circumstances , federal  drug  indexes  must  play  a role  which  will 
facilitate  systematic  evaluation  and  comparison  of  drugs.  Accordingly,  we 
hope  the  language  in  Section  504(d)(2)  respecting  labeling  is  not  to  be 
interpreted  to  require  a mere  compilation  of  each  manufacturers  labeling, 
but  that  it  reflects  authorization  to  develop  evaluative  and  comparative 
data  on  drugs.  The  private  sector  already  has  done  this  and  FDA  has  started 
through  its  class  labeling  project. 

We  recommend  Section  5Q4Cd)C2)  be  amended  as  follows; 

* * * 

* . . The  indexes  shall  provide  for  each  drug  listed 
evaluative  and  comparative  the  information,  inc luding 
that  which  is  required  by  this  Act  to  be  included  in 
labeling  for  the  drug  under  Section  502  and  sub- 
sections (a)  and  (c)  of  this  section  and  other  infor- 
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mation  which  will  promote  proper  use  of  the  drug  and 
faciliate  informed  choice  of  drugs.  The  indexes  may 
include  such  additional  relevant  information  that  the 
Secretary  determines  to  be  necessary  would  promote 
proper  use  of  drugs. 

[New  language  underlined ; old  language  deleted.] 

*  *  * * 


Comment  Four:  Free  Drug  Products.  The  Society  supports  Section 

504(i)(2)  which  substantially  restricts  distribution  of  free  drugs. 

We  are  concerned  about  the  language  in  Section  504 (i) (2) (B) (ii) 
which  permits  distribution  of  drugs  at  less  than  fair  market  value  to  charit- 
able institutions  "in  accordance  with  regulations  promulgated  by  the 
Secretary."  Most  hospitals  purchase  drugs  on  the  basis  of  competitive 
bids.  However,  the  Robinson-Patman  Act  does  authorize  charitable  institutions 
to  obtain  drugs  (and  other  goods)  at  special  hospital  prices;  the  Supreme 
Court  in  Portland  Retail  Druggists  Association  v.  Abbott  Laboratories,  et.  al. 

defined  the  scope  of  this  exemption  with  specific  reference  to  drugs.  We 
believe  antitrust  law  adequately  defines  the  scope  of  permissible  distribution 
to  charitable  organizations  and  that  any  modification  to  the  existing  legal 
standard  should  be  made  in  the  context  of  the  Robinson-Patman  Act,  not  the 
Food,  Drug  and  Cosmetic  Act. 

We  recommend  Section  504 (i)  (_?)_ (B.) Ciil (IV)  he  amended  as  follows; 

* * * 

...  to  a charitable  organization,  if  otherwise 
in  accordance  with  the  statutes  of  the  United 
States  regulations  promulgated  by  the  Secretary. 

[New  language  underlined;  old  language  deleted-.  J 

* 


* 


* 


731 


Comment  Five:  Prescription  Surveys.  We  support  Section  504  (j) 

which  prohibits  prescription  surveys.  We  are  concerned  that  this  section 
might  not  authorize  prescription  data  collection  by  Professional  Standard 
Review  Organizations;  we  hope  the  Subcommittee  will  clarify  the  application 
of  paragraphs  (D)  and/or  (E)  to  PSRO  activities  in  the  legislative  history 
of  S.  1075. 

Comment  Six:  Drug  Approval  Process.  The  Society  recognizes 

the  advantages  in  replacing  the  "monograph  system"  originally  contemplated 
in  S.  1045  in  favor  of  a modification  to  the  existing  approval  process. 

We  believe  the  opportunity  for  public  participation  in  the  approval  process 
in  Section  505(c)  and  the  release  of  data  summaries  in  Section  505(b)(7) 
generally  satisfies  the  public  interest. 

However,  we  do  have  two  concerns.  The  first,  as  we  have  pre- 
viously stated,  is  perpetuation  of  artificial  labeling  distinctions  which 
currently  exist  and  which  the  system  of  individual  product  approval  will 
not  eliminate;  we  hope  federal  drug  indexes  will  be  used  to  minimize  such 
artificial  product  distinctions.  The  second  concern  we  have  deals  with 
availability  of  data  about  product  components,  stability  and  pharmacologic 
activity  not  covered  in  the  data  summary  established  by  Section  505(b)(7) 
but  needed  by  practitioners. 

We  recommend  Section  5Q5(bl(71  be  amended  to  read  as  follows; 

* * * 

(7)  a summary  <?f  the  data,  scientific  methodology 
and  other  information  . . . and  which-  describes 
the  basis  of  the  conclusion  of  the  applicant 
that  the  drug  is  safe  and  effective,  including 
a list  of  all  components,  stability  data  and 
pharmacologic  and  toxicologic  activity.  . . 

[New  language  underlined. ] 

* * * 
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Comment  Seven:  Limited  Distribution.  Section  128  enacts  a 

new  Section  506  which  establishes  authority  and  limitations  of  the  Secretary 
to  mandate  restrictions  on  drugs,  including  post-marketing  surveillance, 
special  studies  and  limitations  on  distribution  and  dispensing.  As  we 
stated  last  year,  we  recognize  the  need  for  the  restrictions  imposed  by 
Section  506,  but  remain  concerned  about  restricting  access  to  care.  We 
are  pleased  that  S.  1075  requires  review  of  the  final  recommendations  of 
the  Joint  Commission  on  Prescription  Drug  Use  before  post-marketing  sur- 
veillance regulations  are  issued. 

Comment  Eight:  National  Center  for  Drug  Science.  The  Society 

supports  Title  II  of  S.  1075,  establishing  the  National  Center  for  Drug 
Science.  We  regard  the  Center  as  a natural  complement  to  a modem  drug  regu- 
latory system. 

We  are  particularly  pleased  the  Center  will  engage  in  drug  re- 
search and  assessment  and  provide  support  health  services  which  can  promote 
improved  drug  therapy.  We  urge  Section  1803(c)  Cl)  be  amended  to  permit 
the  Center  to  support  delivery  projects  as  well  as  demonstration  projects 
for  clinical  pharmacy  and  clinical  pharmacology.  We  believe  funds  for 
delivery  of  services,  in  the  long  run,  will  provide  more  significant  and 
tangible  benefits  to  the  public  than  demonstration  projects. 

We  recommend  Section  1803(c)(1)  be  amended  as,  follows; 

* * * 

From  funds  appropriated  under  paragraph  (2) , the 
Director  may  make  grants  to  or  enter  into  contracts 
with  private  entities  for  demonstration  projects 
to  demonstrate  new  roles  for  or  to  assist  in  the 
delivery  of  health  care  by  (A)  clinical  pharmacolo- 
gists and  clinical  pharmacists  ... 

[New  language  underlined.] 

* * * 

We  thank  you,  Mr.  Chairman,  for  the  consideration  the  Sub- 
committee has  shown  in  permitting  us  to  deliver  our  comments.  We  will  be 
happy  to  answer  any  questions  and  assist  the  Subcommittee  in  any  way  as  it 
considers  the  Drug  Regulation  Reform  Act  of  1979. 

Thank  you . 
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STATE  MEDICAL  ASSOCIATION 


executive  offices  600  south  high  street,  columsus  ohio  43215 . m 614,228-6971 


May  31,  1979 


JOHN  J GAUGHAN  M D . 

THOMAS  W MORGAN  M D.  Aum.i 
WILLIAM  M WElLS.  M 0 , 

ROBERT  G THOMAS,  M 0 . !i.». 
HART  F PAGE.  C.A  E„  coiumbus 


Honorable  Edward  M.  Kennedy,  Chairman 
Subcommittee  on  Health  and  Scientific  Research 
Committee  on  Labor  and  Human  Resources 
United  States  Senate 
4220  Dirksen  Senate  Office  Building 
Washington,  D.C.  20510 

Dear  Mr.  Cha i rman : 

The  Ohio  State  Medical  Association  appreciates  the  opportunity  to  submit 
to  your  Subcommittee,  for  incorporation  into  the  hearing  record  of  May  1 7~ 1 8 , 

1979,  the  attached  statement  commenting  on  S.  1075,  the  "Drug  Regulation  Reform 
Act  of  1979". 

We  are  pleased  to  advise  that  these  remarks  were  prepared  by  our  Association 
with  the  assistance  of  Richard  Dorsey,  M.D.,  of  Cincinnati  --  a prominent  prac- 
ticing physician  involved  in  psychopharmacologic  research  and  a nationally  recog- 
nized expert  on  drug  regulatory  matters.  It  is  our  hope  that  he  might  be  invited 
to  testify  personally  before  your  panel  on  behalf  of  Ohio  physicians  should  any 
further  hearings  be  held  on  this  subject. 

If  you  or  your  staff  develop  any  questions  regarding  our  position  on  drug 
regulation  reform  generally,  or  recommendations  contained  in  our  statement  specif- 
ically, we  would  welcome  the  privilege  of  responding.  In  any  event,  we  thank  you 
for  your  consideration  of  our  views. 

Very  truly  yours, 

THOMAS  W.  MORGAN,  M.D. 

President 

TWM : bm 
Attachment 

cc:  Honorable  Howard  M.  Metzenbaum 

United  States  Senate 


ANNUAL  MEETING  • May  12-16,  1979  • Columbus,  Ohio 
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STATEMENT  OF  THE  OHIO  STATE  MEDICAL  ASSOCIATION 
CONCERNING  THE  "DRUG  REGULATION  REFORM  ACT  OF  1979"  (S.  1075) 
SUBMITTED  TO  THE  SUBCOMMITTEE  ON  HEALTH  AND  SCIENTIFIC  RESEARCH 
OF  THE  COMMITTEE  ON  LABOR  AND  HUMAN  RESOURCES 
UNITED  STATES  SENATE 
MAY  17,  1979 


Mr.  Chairman: 

The  Ohio  State  Medical  Association  (OSMA),  representing  some  12,000 
physicians  engaged  in  practice,  teaching,  and  research,  welcomes 
the  opportunity  to  comment  on  this  proposal. 

We  agree  with  its  stated  intent  to  facilitate  and  accelerate  the 
development  of  new  drug  products  in  the  United  States.  However,  we 
believe  that  some  provisions  of  S.  1075  would  have  results  which 
are  strongly  adverse  to  the  interests  of  our  patients,  the  general 
public,  and  our  members.  In  these  instances,  we  have  recommended 
appropriate  corrective  language,  generally  discussing  the  undesirable 
sections  in  the  order  in  which  they  appear. 

CIVIL  PENALTIES  AND  SUBPOENA  POWER  (Pages  4-5,  52-53). 

To  the  extent  that  current  language  would  make  these  provisions 
applicable  to  individual  physicians,  we  object  strongly  on  a number 
of  grounds.  First,  we  believe  as  a matter  of  constitutional 
principle  that  the  Federal  Government  should  be  confined  to  regulat- 
ing interstate  commerce,  and  should  have  no  direct  regulatory 
authority  over  the  intrastate  practice  of  medicine.  In  addition, 
we  believe  that  where  the  rights  of  the  individual  citizen  (in  this 
case  the  physician)  are  at  stake,  Federal  courts  rather  than  Federal 
agencies  are  the  proper  repository  of  the  power  to  impose  penalties 
or  issue  subpoenas. 

From  a practical  perspective,  large  corporations  and  other  institutions 
have  the  legal  and  financial  resources  to  deal  effectively  with  Federal 
regulatory  agencies.  However,  the  individual  physician  lacks  any  such 
resources,  and  could  be  ruined  economically  in  defending  against  even  a 
baseless  governmental  action.  The  direct  cost  in  legal  fees  and  in- 
direct cost  in  time  and  energy  diverted  from  professional  activities 
involved  in  responding  to  a Federal  charge  or  subpoena  would  confront 
the  individual  physician  with  the  choice  of  capitulation  (however 
unjust)  or  financial  disaster. 

We  believe  such  a result  would  violate  the  most  basic  concepts  of 
fairness  and  due  process,  particularly  when  the  Act  additionally 
provides  (Page  5,"  lines  7-B)  that,  in  an  enforcement  action  to  recover 
penalties  imposed  by  the  Secretary,  "the  validity,  amount,  and 
appropriateness  of  the  penalty  or  other  amounts  shall  not  be  subject 
to  review"  by  the  Court. 
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Recommendations : 

1.  On  Page  4,  line  12,  a sentence  should  be  added,  to  read: 

"The  authority  of  the  Secretary  under  this  section  shall  not 
extend  to  individual  physicians  with  regard  to  their  actions 
in  the  practice  or  teaching  of  medicine,  or  the  conduct  of 
research  not  sponsored  by  a pharmaceutical  company.1' 

2.  On  Page  53 » line  2,  a sentence  should  be  added  to  read: 

"Nothing  in  this  section  shall  authorize  the  Secretary  to 
compel  the  attendance  and  testimony  of  individual  physicians 
with  regard  to  their  actions  in  the  practice  or  teaching  of 
medicine,  or  of  the  conduct  of  research  not  supported  by  a 
pharmaceutical  company. 

PATIENT  INFORMATION  LABELING  (Pages  8-9). 

OSMA  does  not  believe  that  the  desire  for  patient  information 
labeling  among  the  general  patient  population  has  been  established, 
nor  that  the  safety  and  efficacy  of  such  labeling  has  been 
demonstrated.  Accordingly,  we  regard  any  legal  mandate  for  patient 
information  labeling  for  all  drugs  to  be  extremely  premature  and 
inappropriate. 

We  agree  that  many  (though  not  all)  patients  may  benefit  from 
receiving  additional  information  about  their  medications.  However, 
we  believe  that  such  information  should  be  provided  on  an  individual- 
izedbasis  by  the  treating  physician  as  part  of  an  overall  management 
plan.  In  view  of  the  far  greater  heterogeneity  of  patients  than  of 
physicians  and  pharmacists  for  whom  professional  labeling  is  intended, 
we  believe  that  any  labeling  which  is  suitable  for  one  group  of 
patients  will  inevitably  prove  unsuitable  for  other  groups,  and  con- 
fusing or  harmful  for  still  others. 

In  addition,  we  do  not  believe  that  the  Food  and  Drug  Administration 
(FDA)  should  be  empowered  to  set  forth  directly  to  the  public  any 
single  "official"  view  of  what  constitutes  proper  indications, 
administration,  or  other  factors  relating  to  drug  use.  Responsible 
physicians  may  differ  on  these  points,  and  we  believe  that  the  Federal 
government  (and  particularly  FDA,  with  its  well-known  clinical  and 
scientific  weaknesses)  should  not  select  only  one  of  several  legitimate 
views  for  presentations  to  patients.  We  also  regard  the  provision  that 
patient  information  labeling  shall  contain  "any  other  information  that 
the  Secretary  determines  necessary  or  useful..."  to  be  the  sort  of 
wholesale  delegation  of  authority  by  elected  to  appointed  officials 
which  should  almost  never  occur. 

We  believe  that  the  principle  of  availability  in  pharmacies  of  books 
containing  information  about  drugs  (Page  8,  lines  18-23)  has  merit, 
but  can  see  no  reason  for  the  Fedral  government  either  to  require 
such  availability  by  lav/  or  to  involve  itself  in  the  development  of 
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drag  information  for  patients.  If  public  demand  for  such  information 
is  truly  as  great  as  its  proponents  claim,  there  should  be  an  ample 
market  to  attract  medical  writers  and  publishers  in  the  private  sector. 
Reimbursibility  for  such  books  through  Medicaid  would  assure  their 
availability  to  the  indigent,  and  the  cost  of  such  books  to  the  non- 
aadigent  voluntary  purchaser  would  probably  be  less  than  would  be  paid 
through  increased  drug  prices  and  taxes  for  governmentally-mandated 
information.  From  an  equitable  viewpoint , patients  who  do  not  want  drug 
information  should  not  be  forced  to  share  costs  with  those  who  do. 

In  the  context  of  the  weaknesses  of  patient  information  labeling  noted 
above,  the  exception  permitting  withholding  of  such  labeling  from  a 
patient  by  practitioner  upon  determination  that  it  would  be  detrimental 
to  the  health  of  the  patient  to  receive  the  labeling  (Page  10,  lines 
8-13)  represents  an  improvement  over  previous  versions  of  drug  reform 
legislation.  Information  labeling  should  not  in  any  event  be  required 
for  hospitalized  patients. 

Recommendation : 

1.  Requirements  for  patient  information  labeling  (Page  S,  line  10 
through  Page  11,  line  5)  should  be  deleted. 

2.  Instead,  the  scientific  agencies  of  the  Department  of  Health, 
Education,  and  Welfare  should  be  encouraged  to  conduct  further 
research  into  the  desirability,  safety,  and  effectiveness  of 
patient  information  labeling. 

3.  In  addition,  the  Fedral  government  should  encourage  the  develop- 
ment of  drug  information  for  patients  by  the  private  sector. 

FEDERAL  DRUG  INDEX  AND  NATIONAL  CENTER  FOR  DRUG  SCIENCE  (Pages  12-13, 
and  Pages  62-72). 

We  regard  these  two  provisions  as  being  superfluous,  though  not 
directly  harmful.  We  cannot  see  any  advantage  of  the  Federal  Drug 
Index  over  the  Physicians  Desk  Reference  which  is  currently  widely 
available  and  widely  used  by  physicians  throughout  the  United  States. 
The  Physicians  Desk  Reference  consists  solely  of  drug  labeling,  every 
word  of  which  has  been  approved  by  the  Food  and  Drug  Administration, 
and  we  think  it  would  be  a gross  waste  of  the  taxpayers  money  to 
develop  a largely  duplicative  volume  for  which  no  need  or  demand  by 
physicians  has  ever  been  demonstrated.  Physicians  wishing  to  know 
more  about  drugs  than  the  PDR  sets  forth  have  access  to  innumerable 
texts  and  journals,  many  of  which  are  likely  to  prove  far  more  useful 
than  any  governmentally-developed  compendium. 

Similarly,  we  regard  the  establishment  of  a separate  National  Center 
for  Drug  Studies  to  represent  unnecessary  duplication  of  functions 
within  the  Department  of  Health,  Education  and  Welfare.  Any 
additional  funds  to  be  devoted  to  teaching  or  research  in  pharmacology 
should  be  appropriated  to  existing  national  institutes  of  health, 
resulting  in  fewer  administrators  concentrated  in  Washington  and  more 
dollars  distributed  throughout  the  country. 
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Recommendation ; 

1.  Page  12,  line  6 through  Page  13,  line  24  should  be  deleted. 

2.  Page  62,  line  1 through  Page  72,  line  16  should  be  deleted. 


"IMMINENT  HAZARD"  MODIFICATION  (Page  29). 

We  believe  the  term  "imminent  hazard"  provides  a firmer,  clearer, 
and  more  appropriate  restraint  on  precipitous  action  by  FDA  to  remove 
a drug  from  the  market  than  does  the  proposed  substitute  "unreasonable 
risk  of  illness  or  injury  to  any  segment  of  the  population".  Further, 
we  would  oppose  empowering  FDA  to  withdraw  from  the  market  a drug 
which  was  valuable  for  one  group  of  patients  when  used  in  accordance 
with  labeling,  because  of  a risk  of  illness  or  injury  to  some  other 
group  of  patients  or  individuals. 

The  recent  Health  Research  Group  petition  to  remove  Darvon  from  the 
market  (thereby  denying  availability  to  large  numbers  of  patients) 
because  of  a small  number  of  overdose  deaths  among  atypical  patients 
and  recreational  users,  comes  immediately  to  mind.  OSMA  testified  in 
opposition  to  eliminating  or  restricting  the  availablity  of  Darvon 
on  the  basis  of  current  evidence,  and  we  believe  the  "imminent 
hazard"  standard  constituted  a valuable  obstacle  to  unwarrented  action. 

Recommendation : 

Section  122  (Page  29»  lines  9-12)  should  be  deleted. 

NOTIFICATION  REGARDING  RISKS  (Pages  14-18). 

We  regard  any  requirement  by  the  Secretary  that  physicians  notify 
patients  of  what  the  Secretary  regards  as  substantial  drug  risks  to 
be  inappropriate  and  infeasible.  As  previously  noted,  we  do  not 
believe  the  Secretary  should  be  granted  any  direct  regulatory  authority 
over  the  intrastate  practice  of  medicine.  In  addition,  we  believe  that 
in  any  particular  case,  at  least  a respectable  majority  of  physicians 
may  disagree  with  the  Secretary's  determination,  either  in  general  or  - 
for  particular  patients,  and  accordingly  should  not  be  compelled  to 
comply  with  a governmental  decree  which  may  or  may  not  ultimately 
prove  justified. 

In  addition,  identification  of  all  patients  receiving  a particular 
drug  would  be  virtually  impossible  for  most  practitioners,  who  maintain 
records  by  patient  name  or  number  with  no  provision  whatsoever  for. 
indexing  on  the  basis  of  treatment.  To  identify  patients  who  had 
received  a particular  drug  would  require  the  individual  review  by 
hand  of  hundreds  of  thousands  of  case  files,  at  prohibitive  cost  in 
time  and  effort. 
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Recommendation : 

1.  The  phrase  "to  all  patients  using  the  drug"  should  be  deleted 
from  Page  14,  lines  3-4. 

2.  Lines  14-16  of  Page  14  should  be  changed  to  read"  "(2)  Form 
of  Notification.  An  order  under  this  subsection  shall  not 
require  that  notification  to  patients  be  provided  initially 
by  practitioners,"  with  the  remainder  of  the  origiraL  language 
of  lines  16-13  being  deleted. 

EFFICACY  AND  SAFETY  DETERMINATION  (Page  37). 

Defining  "efficacy"  to  mean  "that  a drug,  when  used  in  accordance 
with  the  conditions  of  use  set  forth  in  the  labeling  for  the  drug, 
will  have  the  effect  that  is  represented  in  such  labeling  to  have..." 
reflects  a fundamental  misconception  about  drug  therapy,  and,  if  applied 
strictly,  would  preclude  approval  of  any  drug.  Unlike  a well-designed 
consumer  product,  whose  actions  can  be  foreseen  with  near-certainty, 
the  most  that  can  be  said  of  a drug  is  that  it  has  been  shown  to  be 
significantly  more  likely  than  placebo  to  have  a particular  effect. 
However,  in  any  individual  patient,  it  may  have  the  expected  effect, 
some  other  effect,  or  no  effect  at  all.  We  believe  this  aspect  of 
medical  reality  should  be  clearly  reflected  in  law,  so  that  the  value 
of  FDA  "certification  of  efficacy"  is  not  overestimated  (as  is  the 
case  at  present). 

With  respect  to  safety,  we  believe  that  FDA  decisions  should  remain 
confined  to  the  question  of  whether  a drug  is  safe  when  used  in 
accordance  with  labeling.  We  oppose  the  language  on  Page  31, 
lines  1-9,  because  we  believe  the  standards  set  forth  therein  to  be 
excessively  broad  and  speculative,  and  to  frequently  exceed  the 
availablity  of  necessary  data  for  proper  regulatory  decision-making. 

In  addition,  we  believe  that  weighing  risks  and  benefits  of  alternative 
therapy  for  regulatory  purposes  would  frequently  exceed  both  the 
available  data  and  the  competence  of  FDA.  Choosing  among  alternative 
therapies  is  the  proper  function  of  the  physician  for  the  individual 
patient,  not  of  a regulatory  agency  for  the  public  in  general. 

Recommendation : 

1.  Page  37,  lines  21-22  should  be  changed  to  read:  "use  set  forth 

in  the  labeling  for  the  drug,  has  been  shown  to  be  significantly 
more  likely  than  placebo  to  have  the  effect  it  is  represented  in 
such  "labeling  to  have  in  the  diagnosis,". 

2.  Page  37,  lines  1-13  should  be  deleted. 
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"SIGNIFICANT  EVIDENCE"  (Pages  38-42). 

OSMA  strongly  supports  the  recognition  reflected  on  pages  38-42  that 
delaying  approval  of  a New  Drug  Application  (NDA)  "until  adequate 
and  well  controlled  clinical  investigations.  . .are  completed  would 
present  significantly  greater  risks  to  patients.  . .than  would  approving 
the  application  without  those  investigations" . We  believe  that  the 
advantages  of  early  approval  of  new  drugs  outweigh  the  disadvantages 
under  much  more  general  circumstances  thatn  are  reflected  in  this  bill, 
but  consider  this  provision  a major  step  in  the  right  direction.  We 
are  also  heartened  by  the  stated  intent  of  the  Schweiker  "Drug 
Regulation  Improvement  Act  (S.1138)  to  "begin  to  ’deregulate'  the 
early  stages  of  drug  research."  Toward  this  end,  we  regard  substitution 
of  "significant  evidence"  for  "substantial  evidence"  as  a standard  for 
NDA  approval  to  be  most  salutary. 

Recommendation : 

Provisions  set  forth  on  Pages  38-42  should  be  adopted,  with  serious 
consideration  being  given  to  subsequent  reduction  in  the  stringency 
of  criteria  for  invocation  of  this  option. 


RESTRICTED  DISTRIBUTION  AND  INFORMED  CONSENT  (Pages  44-45). 

OSMA  strongly  opposes  granting  FDA  the  authority  to  restrict  the 
use  of  any  prescription  drug  to  particular  practitioners  or  settings. 

Such  authority  would  involve  the  Commissioner  in  regulating  the  intra- 
state practice  of  medicine  aid  would  permit  him  to  issue  a de  facto 
Federal  prescribing  license.  It  would  also  impose  artificial 
regulatory  barriers  which  would  further  decrease  the  availability 
of  optimal  care  to  our  poor,  black,  and  rural  populations  whose 
physicians  and  facilities  would  be  less  likely  to  meet  the  paper 
standards  of  qualification  established  in  Washington. 

For  the  same  constitutional  reason,  we  strongly  oppose  empowering 
the  Secretary  to  "require  that  the  drug  may  not  be  dispensed  to  a 
patient  unless  the  informed  voluntary  consent  of  the  patient.  . . 
has  been  received  in  such  form  and  manner  as  shall  be  required  in 
regulations' as  established  by  the  Secretary"  (Page  45,  lines  12-16). 

The  Federal  government  (rightly)  has  no  power  to  regulate  other 
treatment  modalities  used  in  the  practice  of  medicine,  such  as  surgery 
or  electroconvulsive  therapy,  and  we  see  no  reason  to  grant  this  power 
with  respect  to  drug  therapy. 

This  point  applies  with  particular  force  to  non  experimental  medical 
practice,  which  we  think  frankly  is  no  proper  concern  of  the  Federal 
government.  Even  where  research  is  being  conducted  with  Federal  or 
pharmaceutical  industry  support,  we  believe  responsible  physicians  and 
institutions  should  be  free  to  elect  the  form  and  phraseology  of  informed 
consent  which  they  deem  most  appropriate  to  their  own  patient  population 
and  state  laws,  without  Federal  interference.  The  Secretary's  competence 
in  this  regard  may  be  no  more,  and  is  often  less,  than  that  of  the 
physicians  he  presumes  to  regulate. 
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Recommendation : 

lines  22-  23  should  be  changed  to  read:  "...specific 

tra-nin,';  or  experience  in  its  use  or  to  practitioners  for  use  in  certain 
:'ac . lities." , deleting  the  remainder  of  lines  23-25. 

2.  Page  45,  lines  7-16  should  be  deleted. 


COiiCLUGIOiJ 

Oll-.A  concludes  where  it  began,  by  congratulating  the  sponsors  of 
.1075  on  having  deleted  some  of  the  objectionable  provisions  of  the 
"Drug  Regulation  Reform  Act  of  1976"  and  having  introduced  at  least  one 
useful  concept  ^''significant  evidence"  rather  than  "substantial 
evidence"  as  a basis  for  NDA  approval)  into  this  bill.  However,  a 
number  of  other  provisions  remain  intensely  objectionable  to  us,  and 
in  our  opinion,  contrary  to  the  best  interests  of  our  patients,  the 
general  public,  and  our  members.  Accordingly,  we  urge  that  substantial 
revisions  in  S.  1075  be  made,  along  the  lines  we  have  suggested. 
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The  Proprietary  Association 

1 700  PENNSYLVANIA  AVENUE,  N.W.  / WASHINGTON,  D.  C.  20006  / PHONE  (202)  393-1  700 

STATEMENT  OF 
JAMES  D.  COPE,  PRESIDENT 
THE  PROPRIETARY  ASSOCIATION 

On  S.  1045,  S.  1075,  and  S.  1138,  96th  CONGRESS,  1st  SESSION 

June  1,  1979 

This  statement  is  submitted  on  behalf  of  The  Proprietary  Association, 
a 98-year-old  trade  association  whose  active  members  are  engaged  in  the 
manufacture  and  sale  of  nonprescription  or  over-the-counter  (OTC) 
medicinal  products  . 

The  bills  being  considered  by  the  Subcommittee,  S.  1075,  S.  1045, 
and  S.  1138,  would  make  significant  changes  in  the  human  drug  provisions 
of  the  Federal  Food,  Drug,  and  Cosmetic  Act. 

S.  1138  focuses  on  the  approval  process  for  "new  drugs."  It  describes 
the  information  which  must  be  submitted  to  FDA  by  a new  drug  applicant 
and  the  information  which  may  be  made  public,  establishes  procedures, 
including  abbreviated  procedures,  for  FDA's  review  of  the  application,  and 
outlines  the  duties  of  both  FDA  and  researchers  in  the  field  of  research  on 
"new  drugs  . " Although  the  changes  that  S . 1138  would  make  in  the  human 
drug  laws  are  significant,  they  are  limited  to  "new  drugs."  Over-the-counter 
medicines  are  subject  to  the  FDA's  massive  and  ongoing  OTC  Drug  Review, 
discussed  later.  Only  a relative  handful  are  subject  to  the  "new  drug"  pro- 
cedures. Accordingly,  the  Association  will  limit  its  statement  to  the  provisions 
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of  5.  B.  1045  and  S.  1075,  which  would  have  much  greater  impact  on  OTC 

medicines . 

S.  1045  is  substantially  the  same  as  legislation  introduced  in  the  last 
Congress  (S . 2755),  concerning  which  we  testified  before  the  Subcommittee 
on  April  11,  1978.  S.  1075  takes  a more  limited  approach  to  amending  the  present 
law.  It  nevertheless  contains  features  not  found  in  S.  1045. 

The  members  of  our  Association  would  be  directly  affected  by  the 
enactment  of  any  of  the  bills  being  considered.  We  are  sorry  that  it  was  not 
possible  for  the  Subcommittee  to  respond  favorably  to  our  request  to  appear 
and  testify.  We  are  grateful,  however,  for  the  opportunity  to  submit  this 
statement  for  inclusion  in  the  record  of  the  Subcommittee's  hearings. 

Assuming  that  revisions  of  the  human  drug  law  are  necessary,  the 
Association  prefers  the  less  sweeping  approach  of  S.  1075  to  the  omnibus 
approach,  involving  nearly  in  toto  replacement  of  the  present  Act,  of  S.  1045. 

As  to  S . 1045  , we  refer  the  Subcommittee  to  our  statement  and  testimony  of 
last  year  on  the  nearly  identical  S.  2755  as  representing  our  continuing 
position  with  respect  to  S.  1045  . 

The  remainder  of  this  statement  will  concern  itself  with  S . 1075  . 

This  bill  would  make  selective  amendments  to  the  present  Act.  We  believe 
that  amendments  to  the  Federal  Food,  Drug,  and  Cosmetic  Act  should  be 
approached  with  great  care.  This  statute  has  served  the  public  well;  its 
basic  principles  are  sound,  and  have  stood  the  test  of  time. 
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As  was  the  case  with  S.  2755  in  the  last  Congress,  S.  1075  contains 
two  broad  categories  of  provisions.  In  the  first  category  are  those  amend- 
ments which  are  directly  related  to  the  regulation  of  drugs  for  human  use. 

The  other  category  involves  the  grant  of  new  administrative  and  enforcement 
authority  to  FDA. 

The  provisions  directed  to  revision  of  the  human  drug  requirements 
relate  primarily  to  prescription  drugs  , not  OTC  products  . These  provisions  , 
by  obvious  design,  are  directed  to  concerns  developed  by  the  Subcommittee  as 
a result  of  a number  of  hearings  and  investigations  . As  we  pointed  out  to  the 
Subcommittee  last  year,  we  were  not  participants  in  those  hearings  and  were 
not  involved  in  those  investigations . 

This  is  not  to  say,  however,  that  our  industry  has  not  been  the  subject 
of  close  governmental  scrutiny.  As  this  Subcommittee  is  well  aware,  the  FDA, 
in  one  of  the  largest  and  most  detailed  regulatory  proceedings  ever  undertaken 
by  a government  agency,  has  been  reviewing  the  safety,  effectiveness,  and 
labeling  of  virtually  all  OTC  products  offered  to  the  American  consumer.  This 
proceeding  is,  of  colirse,  the  FDA's  OTC  Drug  Review. 

We  have  been  pleased  to  note,  in  the  Subcommittee  staff's  summary 
and  analysis  of  this  legislation,  that  it  is  the  intent  of  the  bill  to  give 
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ippropriate  legislative  recognition  to  the  OTC  Review,  upon  which  so  much 
public  and  private  effort  has  been  expended.  For  example,  one  of  the  stated 
objectives  is  to  exempt  OTC  drugs  which  have  successfully  gone  through  the 
Review  process  from  the  requirement  of  obtaining  an  approved  application  under 
Section  505,  the  equivalent  of  today's  NDA  (see  Cong . Rec . 5/3/79,  pp.  5307- 
OS).  We  feel  that  technical  amendments  to  the  bill  are  needed  if  this  purpose 
is  to  be  accomplished  , as  will  be  noted  later  in  this  statement. 

After  dealing  with  the  issues  relating  primarily  to  human  drug  regulation, 
per  se , we  will  discuss  the  provisions  of  S.  1075  as  they  relate  to  due  process 
and  agency  authority.  We  are  deeply  troubled  by  several  of  those  provisions 
and  want  to  make  the  Subcommittee  aware  of  our  views  . 

Finally,  we  will  deal  with  a subject  which  we  feel  should  be  covered 
by  any  proposed  amendment  of  the  FDC  Act,  pre-emption  by  Federal  law  of 
inconsistent  state  and  local  enactments. 

The  Regulations  of  Drugs  for  Human  Use 

Section  102  of  S.  1075  would  repeal  Section  201  (p)  of  the  Act.  Thus 
the  term  "new  drug"  and  the  so-called  1938  and  1962  "grandfather  clauses" 
would  cease  to  exist  as  legal  standards.  In  a related  provision.  Section  118  of 
the  bill  would  amend  Section  505(a)  of  the  Act  to  eliminate  the  reference  to  a 


new"  drug. 
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Without  more,  these  two  amendments  could  produce  a chaotic  situation 
in  which  all  drugs  which  had  not  been  subjected  to  the  costly  and  time-consuming 
preclearance  procedures  of  Section  505  would  be  forbidden  to  move  in  inter- 
state commerce.  Virtually  all  OTC  products,  an  estimated  350,000  of  them, 
would  have  to  be  withdrawn  from  the  market  until  such  time  as  the  elaborate 
requirements  of  Section  505  — designed  for  quite  another  purpose  — had  been 
fulfilled  , and  a drug  application  approved . Our  investment  — both  public  and 
private  — in  the  OTC  Review  would  be  lost.  Moreover,  the  unknown  but 
substantial  number  of  "grandfathered"  drugs  would  lose  their  "grandfather" 
status,  although  no  showing  has  been  made  that  as  a class  they  are  either 
unsafe  or  ineffective. 

In  an  apparent  attempt  to  preserve  the  OTC  Drug  Review,  the  proposed 
amendment  to  Section  505  would  include  an  exception  for  any  nonprescription 
drug  found  to  be  safe  and  effective  by  the  Food  and  Drug  Administration 
pursuant  to  regulation  "prior  to  the  date  thirty  months  after  the  date  of  enact- 
ment" of  the  legislation. 

Unfortunately,  thirty  months  will  undoubtedly  be  too  short  a time  in 
which  to  complete  the  OTC  Review  and  the  "Category  III"  testing  concerning 
specific  ingredients  and  claims  pursuant  to  the  OTC  Review  regulations. 
Inevitably,  a large  number  of  safe  and  effective  OTC  products  will  still  be 
undergoing  review  or  testing  at  the  expiration  of  this  thirty-month  deadline. 
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The  cancellation  of  the  Review,  and  the  mandated  withdrawal  from  the  market 
of  all  OTC  drugs  not  yet  approved  by  that  Review  would  produce  an  immediate, 
a 1 verse  effect  on  competition,  on  the  ability  of  OTC  products  to  continue  to 
act  as  a brake  on  increasing  health  care  costs,  and  would  severely  damage 
the  public  interest.  And  as  a practical  matter,  the  FDA  would  be  unable  to 
cope  with  the  flood  tide  of  drug  applications  which  would  accompany  the 
premature  termination  of  the  OTC  Review . 

Selection  of  a longer  time  period  than  30  months  would,  of  course,  be 
an  improvement.  But,  the  real  solution  is  not  to  replace  one  deadline  with 
another.  The  solution,  rather,  is  to  let  the  OTC  Review  run  to  completion, 
and  provide  that  OTC  drugs  which  remain  in  compliance  with  it  shall  not  be 
subject  to  Section  505.  This  is  preferable  to  setting  any  statutory  deadline 
for  the  completion  of  the  OTC  Review. 

The  Association  has  no  wish  either  to  criticize  or  to  defend  the  time- 
table which  has  been  observed  by  the  FDA  in  the  OTC  Review.  The  opportunities 
provided  in  that  proceeding  for  industry  comment  and  participation  are  strictly 
defined  and  are  limited . The  time  which  has  elapsed  since  the  commencement 
of  the  Review  has  been  substantially  taken  up  with  the  deliberations  of  the 
agency's  advisory  committees  and  the  FDA's  own  internal  review  of  panel  reports, 
data,  and  public  comments.  At  various  times,  the  Association  has  expressed 
concern  over  the  duration  of  specific  aspects  of  this  complex  proceeding.  At 
the  same  time,  we  recognize  that  the  Review  must  deal  with  voluminous  and 
often  complex  scientific  data;  this  makes  absolute  judgments  difficult. 
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But  it  would  be  unfortunate  indeed  if  any  legislation  should  result 
in  the  imposition  of  an  artificial  and  unrealistic  deadline  for  the  completion 
of  the  remainder  of  the  Review.  Such  a measure  could  only  result  in  the 
introduction  of  an  arbitrary  element  into  what  should  be  a prudent  and  objective 
analysis  of  complex  scientific  issues.  The  pressures  and  distortions  which 
would  then  come  into  play  would  surely  compromise  the  quality  of  this  massive 
proceeding  and  jeopardize  the  great  investment  of  public  and  private 
resources  — both  financial  and  personal  — which  have  been  committed  to  it. 

It  would,  moreover,  unjustifiably  penalize  those  manufacturers  and  products 
which  were  still  under  review  as  of  the  enactment  date. 

An  important  point  to  make  here  is  that  the  public  interest  in  the 
safety  and  effectiveness  of  OTC  drugs  has  been  safeguarded  during  the  Review. 
Regulatory  mechanisms  exist  — and  have  been  used  — to  address  any 
substantial  safety  or  efficacy  issues  (for  example,  the  identification  and 
removal  from  the  market  of  suspected  carcinogens)  which  may  arise.  In  such 
cases,  action  is  taken  outside  the  Review  procedures  and  without  reference 
to  the  fact  that  the  proceeding  is  still  in  progress  . In  short,  the  OTC 
Review  has  resulted  in  no  moratorium  on  the  regulation  of  OTC  drug  products. 

This  is  not  to  say,  of  course,  that  the  Congress  — including  the 
Subcommittee  — should  hesitate  to  exercise  its  oversight  responsibilities  in 
the  event  that  future  progress  on  the  completion  of  the  Review  is  unacceptable. 
On  the  contrary,  should  it  appear  that  the  FDA  is , at  any  time,  making 
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inefficient  use  of  its  resources  in  this  regard  the  Subcommittee  can  act 
• orlingly.  This  would  be  preferable  to  attempting,  through  the  setting 
A i leadline,  to  anticipate  and  prejudge  future  priorities  and  events  which 
can  only  be  a matter  of  conjecture  at  this  time. 

For  this  reason,  we  recommend  that  the  thirty-month  deadline  provided 
for  in  Section  118  of  S.  1075  be  removed.  In  its  place  we  suggest  language 
which  would  more  directly  effectuate  the  intent  of  the  legislation  that  OTC 
drugs  found  to  be  safe  and  effective  and  properly  labeled  under  the  Review 
not  be  subjected  to  the  redundant  (and  in  any  case  impractical)  requirement  of 
a Section  505  drug  application.  The  possibility  of  an  inappropriately  extended 
FDA  timetable  for  completion  of  the  Review  cannot,  of  course,  be  dismissed; 
nor  can  it  be  assumed  in  advance.  In  any  event,  it  represents  a separate 
issue.  It  can,  and  should,  be  addressed  — should  circumstances  warrant  — 
by  the  flexible  and  powerful  oversight  powers  of  the  Congress. 

The  Association  also  recommends  that  Section  118  be  amended  to  retain 
the  "grandfather  clauses"  for  over-the-counter  drugs . It  may  be  useful  briefly 
to  reiterate  the  purpose  of  the  "grandfather"  clauses.  Neither  the  1938  clause 
nor  the  1962  clause  exempts  any  drug  from  the  statutory  requirements  of  safety 
and  effectiveness.  They  merely  exempt  certain  drugs  under  certain  limited 
conditions  from  the  costly,  time-consuming  and  burdensome  "new"  drug 
procedures , providing  that  they  maintain  the  same  conditions  of  use  in  their 
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This  exemption  represents  a judgment  by  Congress  that  certain 
drugs  by  virtue  of  a long  marketing  history,  are  presumed  to  be  safe  and  effective. 
The  presumption  of  safety  inherent  in  the  193  8 grandfather  clause  is  even  more 
valid  today  than  when  first  enacted  by  Congress  in  view  of  the  additional  41 
years  of  marketing  experience  which  we  have  now  had  with  respect  to  these 
pre-1938  drugs.  In  any  case,  the  presumptions  of  safety  and  effectiveness 
inherent  in  the  grandfather  clauses  can  be  overcome  any  time  the  FDA  has 
sufficient  indication  that  a particular  grandfathered  drug  may  be  lacking  in 
safety  and/or  effectiveness. 

It  should  also  be  noted  that  the  grandfather  clauses  do  not  hinder  FDA 
in  its  regulation  of  drugs..  Should  any  of  these  ingredients  be  found  not  to  be 
safe  and  effective,  or  should  current  claims  for  the  products  or  ingredients  be 
classified  as  Category  II  under  the  OTC  Drug  Review,  the  FDA  can  take 
regulatory  action  under  the  misbranding  section  of  the  Act. 

In  short,  we  feel  that  the  elimination  of  the  grandfather  clauses  is 
potentially  extremely  costly  to  the  consumer.  More  importantly,  no  need  for 
its  elimination  has  been  shown.  It  makes  little  sense,  in  our  view,  to  subject 
drugs  for  which  there  are,  in  many  cases,  decades  of  use  and  experience,  to 
the  current  elaborate  and  costly  pre-market  clearance  procedures.  At  a time 
in  which  massive  efforts  are  being  made  by  both  government  and  industry  to 
develop  drugs  useful  in  the  treatment  of  serious  diseases  such  as  cancer  and 
heart  disease,  it  would  be  highly  unwise  to  impose  upon  manufacturers  of 
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products  previously  exempted  from  the  new  drug  provisions  of  the  Act  the 
:en  of  having  to  clear  their  products  under  the  pre-market  clearance 
requirements  now  contained  in  Section  505  . Any  diversion  of  limited  clinical 
resources  into  a generally  redundant  and  unnecessary  task  could  seriously 
mpode  research  efforts  in  more  critical  areas.  Certainly,  the  resources  of 
the  agency  could  be  better  deployed  in  more  expeditious  action  on  applications 
for  new,  and  in  some  cases,  potentially  lifesaving  drugs , than  in  evaluating 
data  on  drugs  which  by  virtue  of  long  usage,  are  now  accepted  , with  good 
cause,  as  both  safe  and  effective. 

Section  106  of  S.  1075  would  amend  Section  304(g)  of  the  Act  so  as  to 
provide  that  an  FDA  official  could  administratively  detain  drug  products  for  up 
to  20  days  if  he  "has  reason  to  believe"  the  article  is  not  in  compliance  with 
the  law.  The  detention,  moreover,  can  be  extended  to  30  days  . The  Association 
opposes  this  measure,  as  it  opposed  a similar  measure  in  S.  2755  in  the  last 
Congress.  There  has  been  no  showing  of  any  need  for  such  discretionary 
power  by  FDA  employees , with  the  very  real  possibility  of  substantial 
economic  loss  and  disruption  which  would  be  occasioned  by  erroneous  or 
arbitrary  action.  In  many  situations  , the  mere  threat  of  such  action  would 
leave  manufacturers  with  no  practical  option  but  to  acquiesce  in  the  demands 
of  an  individual  FDA  inspector  no  matter  how  unjustified . The  Association 
suggests,  further,  that  there  has  been  insufficient  time  in  which  to  assess  the 
effect  of  Section  304(g)  on  the  regulation  of  medical  devices  to  which  this 
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recently-enacted  section  is  specifically  limited.  Under  the  circumstances, 
enlargement  of  the  section  to  encompass  drugs  as  well  is  not  indicated  . 

Finally,  should  future  experience  indicate  the  advisability  of  extending  the 
Section  to  drugs  , at  that  time  some  standard  should  be  supplied  to  provide 
proper  limitations  on  the  discretion  of  FDA  employees  to  invoke  such  detention. 
Administrative  detention  should  not  be  available  except  in  those  instances 
where  the  offending  article  represents  an  imminent  danger  to  the  public 
health  that  can  be  forestalled  in  no  less  drastic  way  than  by  administrative 
detention . 

Section  108  of  the  bill  would  amend  Section  501(b)  of  the  Act  so  as  to 
classify  a drug  as  "adulterated"  if  it  departs  from  the  standards  for  that  drug 
contained  in  an  official  compendium.  The  present  Section  501(b)  provides 
that  such  a drug  shall  not  be  deemed  to  be  adulterated  for  this  reason  so  long 
as  the  difference  from  compendial  standards  is  plainly  stated  on  the  label. 

This  provision  of  current  law  seems  adequate  to  protect  the  public  health. 

We  are  unaware  of  any  need  to  change  it. 

The  proposed  amendment  to  Section  501(b)  also  provides  for  the 
Secretary  to  advise  the  appropriate  body  charged  with  the  revision  of  an 
official  compendium  if  he  finds  any  of  its  standards,  tests,  or  methods  of 
assay  to  be  insufficient,  so  as  to  allow  that  body  to  make  appropriate  revisions. 
The  Association  suggests  that,  given  the  statutory  recognition  of  the  standard - 
setting  activities  of  the  compendia,  the  development  of  such  compendial 
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irds  should  comport  with  due  process  and  opportunity  for  interested 
to  present  views.  The  Association  therefore  recommends  that  an 
ippropriate  amendment  to  this  effect  be  incorporated  in  S.  1075  . 

Section  117  of  the  bill  would  add  a new  Section  504  to  the  Act.  This 
complex  section,  subdivided  into  13  subsections,  relates  to  patient  and 
physician  information,  drug  promotion,  and  prescription  surveys.  The  section 
is  not  germane  to  nonprescription  drugs  for  the  most  part;  11  of  the  subsections 
explicitly,  or  by  necessary  implication,  apply  only  to  prescription  drugs . 
Moreover,  present  law  concerning  consumer  labeling  is  adequate  for  OTCs , 
as  evidenced  by  the  detailed  information  now  contained  on  OTC  labels  (see 
Attachment  A,  "What's  on  the  Label"). 

Subsection  504(a)  would  require  patient  information  labeling  to  be 
distributed  to  accompany  each  prescription  or  nonprescription  drug.  This 
requirement  is  redundant  with  respect  to  OTC  products  inasmuch  as  their 
labeling  is  presently  required  to  contain  all  the  information  necessary  for  the 
consumer  to  make  safe  and  effective  use  of  the  drug  without  medical  supervision. 
Furthermore,  some  of  the  information  labeling  specified  by  Subsection  504(a)(2) 
is  inappropriate  for  OTC  products  . 

Specifically,  the  Association  objects  to  a requirement  for  "a  summary 
of  the  benefits  and  risks  associated  with  the  use  of  such  drug,"  (see  Section 
504(a)(2)(A)).  A requirement  for  a risk-benefit  summary  is  not  relevant  to  OTC 
products;  OTCs  cannot  achieve  OTC  status  if  there  is  any  substantial  risk.  The 
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same  observation  holds  true  of  the  requirement  for  instructions  for  dealing 
with  "side  effects  and  adverse  reactions"  (Section  504 (a)  (2) (B)  (iii) ) . A drug 
cannot  be  accorded  OTC  status  if  it  results  in  significant  side  effects  or 
adverse  reactions . The  requirement  for  label  information  as  to  the  "proper 
storage  and  handling  of  the  drug"  (Section  504(a)(2)(C))  ought  not  to  be 
routinely  required  unless  the  drug  requires  some  special  treatment  in  this 
regard  (e .q. , refrigeration).  Finally,  the  Association  objects  to  the  blanket 
requirement  that  labeling  contain  "any  other  information"  which  the  Secretary 
determines  to  be  necessary  or  useful  (Section  504(a)(2)(D))  with  no  guidance 
given  the  Secretary  in  this  regard  or  limits  placed  on  his  authority.  This  last 
requirement,  aside  from  rendering  the  foregoing  subsections  essentially 
redundant,  could  give  rise  to  OTC  labeling  of  such  length  and  complexity  that 
it  would  no  longer  be  useful  to  the  consumer.  Given  the  space  limitations  on 
OTC  labels  , some  of  which  are  affixed  to  small  packages  or  containers,  and 
the  need  for  them  to  communicate  essential  information  to  the  user  in  a clear 
and  straightforward  manner,  open-ended  requirements  for  labeling  information 
on  OTC  products  are  essentially  self-defeating. 

The  Association  also  notes  that  the  labeling  of  all  OTC  products  is 
being  carefully  re-examined  under  the  FDA's  OTC  Review.  This  proceeding  is 
designed  to  insure  that  OTC  labeling  is  fully  informative  so  as  to  facilitate 
safe  and  effective  self-medication  by  consumers. 
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It  has  been  noted  , above,  that  the  majority  of  the  subsections  of 

proposed  Section  504  are  meant  to  apply  only  to  prescription  drugs.  It  is 

ingested  that  these  subsections  be  redrafted  so  as  to  avoid  any  implication 

that,  for  purposes  of  these  subsections,  persons  who  manufacture  both 

prescription  drugs  and  OTC  drugs  are  to  be  treated  differently  from  those  who 

manufacture  OTC  products  only.  Similarly,  various  subsections  make  reference 

to  the  use  of  a proprietary  name,  giving  rise  to  a possible  interpretation  that 

manufacturers  who  do  not  make  use  of  a proprietary  name  for  their  product  are 

placed  on  a different  footing.  It  is,  therefore,  recommended  that  the  various 

references  in  proposed  Section  504  to  "proprietary  name"  be  eliminated  and 

that  those  subsections  which  are  not  intended  to  impose  requirements  on 

OTC  products,  be  prefaced  by  language  such  as  the  following: 

"With  respect  to  a prescription  drug,  the  manufacturer  or 
distributor  shall  . . . 

Proposed  Subsection  504(g)  sets  forth  requirements  for  "promotion 
labeling  for  prescription  drugs  . " The  definition  of  the  term  "promotion  labeling" 
(see  Section  504(g)(6))  limits  the  term  to  prescription  drugs.  The  Association 
agrees  that  the  definition  should  be  so  limited,  but  suggests  that  the  phrase 
"promotion  labeling  for  a prescription  drug"  is  redundant  and  may,  by 
implication,  suggest  the  concept  of  promotion  labeling  for  nonprescription 
drugs.  Furthermore,  the  definition  of  "promotion  labeling"  contained  in 
proposed  Section  504(g)(6)  has  reference  to  "this  subsection,"  presumably 
indicating  Subsection  504(g).  Since  the  term  also  appears  in  Subsection  504(h) 
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the  Association  suggests  that  the  word  "section"  be  used  in  place  of 
"subsection"  in  504(g)(6).  To  eliminate  the  above  noted  redundancy  and 
possible  erroneous  inference,  the  Association  also  recommends  that  the  term 
"promotion  labeling,"  as  defined  , be  used  alone  (i.e.  , without  the  additional 
words  "for  a prescription  drug") . 

Proposed  Subsection  504 (i)  prohibits  the  giving  of  gifts  in  connection 
with  the  promotion  of  a prescription  drug.  The  language  of  the  section,  however, 
attaches  the  prohibition  to  any  person  "who  manufactures  or  distributes  . . . 
a prescription  drug."  As  noted  above,  a possibility  for  confusion  exists  in 
the  case  of  a manufacturer  who  makes  both  prescription  and  nonprescription 
drugs.  Since  this  confusion  may  not  be  fully  precluded  by  the  exemption  for 
nonprescription  drug  promotion  contained  in  Subsection  504(i)(B),  the 
Association  suggests  that  additional  language  be  added  to  proposed  Subsection 
504 (i) , as  indicated  below: 

".  . .no  person  who  manufactures  or  distributes  ...  a 
prescription  drug  . . . may,  for  the  purpose  of  promoting 
a prescription  drug,  directly  or  indirectly  provide  . . . ." 

To  sum  up  our  comment  on  proposed  Section  504,  the  Association  feels 

the  simplest  and  preferable  course  is  to  retain  the  provisions  of  current  law 

with  respect  to  OTC  drug  labeling  and  promotion,  and  exclude  such  products 

from  the  coverage  of  the  new  section.  The  bill,  as  drafted,  approaches  this 

result  through  individual  exemptions  contained  in  the  various  subsections  of 

proposed  Section  504.  Since,  as  noted  above,  this  technique  may  give  rise 
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to  :onf us  ion  and  would  still  leave  various  portions  of  the  proposed  section 
ippropriately  applicable  to  OTC  products,  the  preferable  course  would  be 

an  explicit  exemption  of  OTCs  . 

Sections  118  through  127  of  S.  1075  would  amend  the  present  Section  505 
of  the  Act  in  various  ways.  We  have  already  discussed  the  bill's  proposed 
^.mer.  iment  to  Section  505(a)  of  the  current  Act.  Our  main  concern  as  to  that 
imendment  (contained  in  Section  118  or  S.  1075)  is,  as  we  have  stated,  that 
it  provides  an  unrealistic  and  unnecessary  deadline  for  completion  of  the  OTC 
Review.  Assuming  that  this  problem  can  be  resolved  satisfactorily.  Section 
505  of  the  Act,  as  this  bill  would  amend  it,  would  apply  only  to  those  non- 
prescription  drug  products  which  were  not  approvable  under  the  OTC  Review. 
While  this  would  encompass  a very  small  percentage  of  all  OTC  products  , we 
note  that  portions  of  Section  505,  as  it  would  be  revised  by  S.  1075,  would  not 
be  relevant  for  nonprescription  drugs  and  recommend  changes  . 

Section  120  of  S.  1075  would  amend  Section  505(c)  of  the  Act  to  require 
the  Secretary,  upon  the  filing  of  an  application,  to  publish  a notice  so  stating 
and  allowing  the  public  to  inspect  and  copy  the  following  portions  of  it: 

(1)  A full  list  of  the  articles  used  as  components  of  the  drug; 

(2)  A full  statement  of  the  composition  of  the  drug; 

(3)  Specimens  of  the  labeling  proposed  to  be  used  for  the  drug;  and 

(4)  A summary  of  the  safety  and  effectiveness  data. 
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The  Association  believes  that  in  two  respects  , some  of  the  above 
requirements  are  unnecessary  for  OTC  medicines  and  potentially  anti- 
competitive: (1)  they  require  premature  public  disclosure  of  the  filing  of  a 
drug  application  --  information  which  can  benefit  competitors;  and  (2)  the 
information  which  must  be  disclosed  is  overly  detailed  and  could  itself  lead 
to  anti-competitive  consequences  through  the  disclosure  of  marketing  strategies, 
etc. 

As  to  the  timing  of  the  Federal  Register  notice  regarding  a drug 
application,  the  Association  prefers  the  approach  taken  in  S.  1045  (see 
Section  111(d),  page  55).  S.  1045  calls  for  publication  only  after  employees 
of  the  FDA  have  reviewed  and  evaluated  the  application,  and  prepared  a report 
of  their  findings  and  a recommendation  for  action.  This  general  approach 
allows  public  participation  in  the  drug  application  approval  process,  but  in  a 
way  which  would  not  result  in  premature  disclosure  to  competitors  of  the  fact 
that  the  application  is  pending. 

As  to  the  information  required  to  be  published  , the  Association  objects 
to  a requirement  for  a complete  listing  of  all  components  and  copies  of  all 
proposed  labeling.  To  disclose  complete  copies  of  proposed  labeling  would  reveal 
a great  deal  of  information,  much  of  which  may  have  no  bearing  on  the  approvabil- 
ity  of  the  drug.  Such  information  may,  however,  have  considerable  commercial 
value,  for  example,  if  it  let  competitors  know  the  marketing  strategy  of  the 
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. : : . i 1 j.  r 1 >' , a requirement  for  making  public  a complete  listing  of  all  components,, 
including  the  inactive  ingredients,  would  result  in  the  disclosure  of  informa- 
tion largely  Irrelevant  to  public  discussion  of  the  approvability  of  the  drug 
itself,  yet  also  of  commercial  value  to  competitors.  As  to  OTC  products 
which  would  be  subject  to  Section  505  of  the  Act,  therefore,  we  recommend 
that  only  the  following  information  be  published  concerning  a drug  application. 

As  can  be  seen,  the  information  described  is  more  than  sufficient  to  provide 
a full  opportunity  for  public  review  of  a drug  application,  yet  would  not  result 
in  the  disclosure  of  proprietary  information  of  commercial  value: 

(1)  Active  ingredients 

(2)  Indications  for  use 

(3)  Directions  for  use 

(4)  Method  of  administration 

(5)  Precautions  and  warnings 

(6)  Summary  of  safety  and  effectiveness  testing 

Finally,  the  sponsor  of  a drug  application  should  be  permitted  to  with- 
draw the  application  prior  to  public  notice  in  the  Federal  Register  if  there  is  a 
negative  determination  by  FDA.  The  Association  would  not  object  to  a publica- 
tion noting  the  filing  of  the  application  and  its  subsequent  withdrawal  after  an 
adverse  staff  determination.  However,  disclosure  of  proprietary  information  to 
competitors  should  be  avoided  when  such  disclosure  is  unnecessary,  as  in  a 
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situation  where  the  sponsor  agrees  to  withdraw  the  application  in  response 
to  an  adverse  FDA  determination. 

Section  127  of  the  bill  would  add  a new  subsection,  designated 
(o),  to  the  current  Section  505  for  the  purpose  of  defining  the  term  "safe." 

This  definition  could  be  interpreted  as  requiring  the  Secretary  to  evaluate 
the  relative  safety  of  a drug  product  as  contrasted  with  other  available  drugs 
(see  proposed  Subsection  (o) (3)) . By  definition,  an  OTC  is  a drug  whose 
toxicity  is  sufficiently  low  and  whose  margin  of  safety  sufficiently  wide  that  it 
is  safe  for  use  by  the  layman  in  self-medication.  There  is  no  real  benefit  to 
the  public  in  requiring  the  Secretary  to  attempt  a comparative  analysis  of  the 
safety  of  a proposed  new  OTC  product  with  those  already  on  the  market. 
Specifically,  a requirement  that  a proposed  new  OTC  product  must  be  shown  to 
be  " safer"  than  existing  products  designed  for  the  same  indications  would  be 
impractical  given  the  nearly  absolute  standard  of  safety  which  is  required  before 
a drug  can  be  approved  for  OTC  use  in  the  first  place.  The  result  would  be 
injurious  to  competition  by  making  it  virtually  impossible  for  new  OTC  products 
to  make  their  way  into  the  marketplace  to  compete  with  existing  products . We 
therefore  request  that  the  concept  of  relative  safety  not  be  applied  to  non- 
prescription drug  products.  We  recognize,  of  course,  that  this  concept  maybe 
equally  ill-advised  for  prescription  drugs  , but  defer  to  those  who  represent 
the  manufacturers  of  prescription  drugs  as  to  that  issue. 
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The  L ill  would  also  amend  current  Section  505  of  the  Act  with 
re  pect  to  the  conduct  of  drug  investigations.  Given  the  exemption  con- 
: nned  in  the  proposed  amendment  to  Section  505(a)  of  the  Act,  it  is  the  Asso- 
c.ation's  interpretation  that  such  provisions  would  not  apply  to  so-called 
Category  III  testing  carried  out  pursuant  to  the  OTC  Review.  On  that  basis, 
the  Association  has  no  further  comment  on  the  proposed  amendments  to 
Section  505  of  the  Act. 

Section  128  of  S.  1075  provides  for,  among  other  things,  batch  certi- 
fication. This  requirement  could  be  imposed  by  the  Secretary,  without  the 
necessity  of  a hearing,  if  he  makes  certain  findings.  We  do  not  believe  that 
batch  certification  is  relevant  to  the  manufacture  of  OTC  products  and  recommend 
that  the  section  be  amended  accordingly. 

Section  129  of  the  bill  deals  with  the  subject  of  advisory  committees  . 

We  question  the  need  for  the  final  sentence  in  this  section: 

"At  least  one-third  of  each  committee  shall  be 
composed  of  members  reflecting  the  interests 
of  patients  and  consumers  . " 

In  our  view,  the  criteria  for  selection  to  serve  on  advisory  committees 
should  be  relevant  expertise  and  independence  of  judgment.  The  Association 
believes  it  would  be  unfortunate  if  such  advisory  committees  were  to  be 
looked  upon  as  partisan  bodies  representing  specific  constituencies . 

Furthermore,  it  is  not  clear  on  what  basis  a particular  scientist,  expert, 
or  other  member  of  an  advisory  committee  could  be  characterized  as  "reflecting 
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the  interest  of  patients  and  consumers."  In  our  view,  it  is  in  the  best  interest 
of  both  patients  and  consumers  to  have  FDA  advisory  committees  made  up  of 
persons  who  are  qualified  in  the  subject  matter  and  who  are  as  free  as  possible 
from  financial  conflicts  of  interest,  ideological  bias,  or  other  factors  which 
would  interfere  with  their  impartiality.  The  implication  that  some  advisory 
committee  members  will  "reflect  the  interests"  of  patients  and  consumers,  while 
others  presumably  will  not,  seems  inconsistent  with  the  concept  of  an  impartial 
advisory  body.  We  recommend  the  deletion  of  this  final  sentence  of  Section  129. 

Section  133  of  S.  1075  would  amend  Section  801(d)(2)  of  the  Act,  which 
currently  applies  only  to  devices,  to  extend  its  coverage  to  drugs  as  well. 

The  remainder  of  the  subsection  which  would  be  thus  amended,  however,  has 
reference  only  to  device-related  sections  of  the  Act.  The  overall  effect  of  the 
amendment,  therefore,  is  unclear,  although  the  purpose  seems  to  be  to  negate 
the  applicability  of  Section  801(d)(1)  of  the  Act  which  specifies  certain  conditions 
under  which  drugs  intended  for  export  shall  not  be  deemed  to  be  adulterated  or 
misbranded.  We  recommend  the  deletion  of  Section  133  of  the  bill. 

Section  134  of  S . 1075  would  add  a new  Section  802  to  the  Act.  The  new 
section  would  distinguish  between  drugs  which  could  be  exported  without  a permit 
and  drugs  as  to  which  an  export  permit  would  be  required.  In  the  Association's 
view,  the  proposed  requirements  for  the  obtaining  of  an  export  permit  are  complex 
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. s-r.some  ar.z  would  discourage  the  export  of  any  drug  as  to  which  a 
-.a  :e  required.  Furthermore,  proposed  Subsection  802(a)  allows 
. - crags  as  to  which  an  application  filed  pursuant  to  Section  505(b) 

. s .r.  exact  to  oe  exported  without  a permit.  Technically,  this  would  not  cover 
.•as*,  majority  of  nonprescription  products;  no  application  is  required  for 
tr.em  see  proposed  Section  505(a)).  As  a simple  means  of  avoiding  this 
orvicusly  unintended  result,  we  recommend  that  proposed  Section  802(a)  * 

:e  redrafted  to  provide  that  any  drug  which  may  legally  be  shipped  and  sold 
.r.  interstate  commerce  in  this  country  may  be  exported  without  a permit. 

Title  III  would  establish  the  FDA,  by  statute,  as  an  agency  within  the 
Department  of  Health,  Education  & Welfare.  Section  302  sets  forth  certain 
powers  of  the  Commissioner.  We  believe  two  ef  these  could  give  rise  to 
confusion  as  to  the  extent  of  the  authority  granted,  and  recommend  their  deletion; 
specifically.  Subsections  302(5)  and  (6).  Subsection  (5)  would  authorize  the 
Commissioner  to  promulgate  such  regulations  "as  may  be  necessary  or  appropriate" 
for  the  efficient  implementation  and  enforcement  of  the  law.  Subsection  (6) 
authorizes  the  Commissioner  to  make  such  investgiation  as  he  "deems  necessary" 
to  determine  whether  any  person  has  violated  the  law.  The  bill  would  not  repeal 
Section  701  of  the  Act,  and  Section  306  of  S.  1075  expressly  transfers  to  the 
Commissioner  the  functions  conferred  on  the  Secretary  of  HEW  by  the  statutes 
enumerated  therein.  Under  these  circumstances,  the  additional  provisions  in 
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the  above  noted  subsection  are  redundant  and  would  be  a source  of  potential 
confusion  as  to  the  extent  of  the  authority  granted. 

Section  305  of  the  bill  requires  that,  prior  to  this  appointment,  a 
consultant  shall  make  a "complete  public  disclosure"  of  his  finances.  We 
believe  the  requirement  that  such  personal  financial  information  be  made  public 
may  well  discourage  many  qualified  experts  from  agreeing  to  serve  in  an 
advisory  capacity  to  the  FDA.  Given  the  obvious  public  interest  in  having 
individuals  with  the  highest  possible  qualifications  available  for  service  as 
consultants,  we  believe  that  the  section  should  be  redrawn  so  as  to  call 
for  the  disclosure  of  only  such  personal  financial  information  as  is  reasonably 
necessary  to  ascertain  whether  a conflict  of  interest  exists.  We  further  suggest 
that  there  be  no  requirement  that  such  information  be  made  public.  Disclosure 
to  the  agency  itself,  on  a confidential  basis,  would  be  adequate  for  the  FDA  to 
determine  whether  the  individual  should  be  retained  as  a consultant;  this  would 
avoid  needless  invasions  of  privacy. 

We  also  recommend  the  deletion  of  the  references  in  Section  305  to 
associations,  past  or  present,  with  "any  person  who  has  filed  an  application 
under  Section  505  ."  Required  public  disclosure  by  a consultant  regarding  research 
connected  with  an  application  under  Section  505  (which  may  have  no  relevance 
to  the  consultant's  contemplated  duties)  could  result  in  the  unjustified  release 
of  proprietary  information.  Furthermore,  the'consultant  may  not  know  whether 
persons  with  whom  he  is , or  has  been,  associated , have  in  fact  filed  applications 
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under  Section  5 05  . In  view  of  the  implications  for  possible  criminal  liability 
m the  case  of  misinformation,  or  incomplete  information,  the  section  should 
be  limited  to  financial  disclosures . 


Due  Process  and  Agency  Power 

As  noted  above,  the  Association  is  deeply  troubled  concerning  some 
of  the  proposed  grants  of  administrative  and  enforcement  power  which  S . 1075 
would  give  to  the  Commissioner  of  FDA.  With  respect  to  civil  penalties, 
these  provisions  would  go  beyond  those  contained  in  S.  2755  introduced  in 
the  last  Congress.  In  introducing  S.  2755  last  year,  the  Chairman  of  the 
Subcommittee  stated: 

"I  am  also  concerned  about  the  due  process  provi- 
sions of  this  legislation.  I will  insist  upon  full 
procedural  and  legal  remedies . At  the  present  time, 
the  legislation  contains  broad  discretionary  authority 
for  the  Secretary . We  will  have  to  look  long  and 
hard  at  whether  that  discretionary  authority  needs  to 
be  limited."  (Congressional  Record,  March  16,  1978, 
p.  S .3875) 

The  majority  of  the  provisions  of  S.  1075  deal  with  drug  regulation. 

The  grants  of  administrative  and  enforcement  authority,  however,  would  apply 
not  only  to  the  drug  provisions  of  the  Act,  but  to  the  food,  cosmetic  and 
device  sections  as  well.  These  provisions,  moreover,  raise  very  serious  due 
process  questions  . In  our  view,  S.  1075  does  not  contain  the  "full  procedural 


and  legal  remedies"  referred  to  above. 
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The  Association  is  opposed  to  Section  304  which  would  grant  to  the 

Commissioner  of  FDA  the  authority  to  initiate,  defend,  or  appeal  any  civil 

court  action  arising  under  any  of  the  laws  administered  by  him.  No  case  has 

been  made  for  the  proposition  that  the  Commissioner  of  FDA  needs  authority 

to  proceed,  independent  of  the  Department  of  Justice, to  initiate  civil  actions 

in  court.  The  Attorney  General  recently  had  occasion  to  address  himself  to  this 

subject  and  proposed  a complete  review  and  reduction  of  the  regulating  and 

litigating  authority  of  the  independent  federal  agencies  . He  stated , in  part: 

The  President  has  the  authority  now  to  curb  those 
departments  within  the  Executive  Branch  of  the 
government,  but,  to  the  surprise  of  most  Americans, 
the  independent  agencies  . . . are  all  wholly  separate 
and  not  subject  to  his  control  at  all.  Most  have  the 
power  to  promulgate  regulations  and  rules  that  affect 
all  of  us , and  many  have  the  statutory  power  to  litigate 
in  the  name  of  the  United  States,  even  when  the  posi- 
tions being  advocated  by  them  are  contrary  to  those 
taken  by  the  Department  of  Justice . And  their  regula- 
tions are  legion  and  growing  every  day. 

The  Association  takes  no  position  on  the  Attorney  General's  remarks 
insofar  as  they  pertain  to  the  independent  regulatory  agencies . The  Association 
does  urge,  however,  that  the  Commissioner  of  FDA  not  be  given  independent 
authority  to  proceed  in  court  on  civil  matters  . 

We  support  the  intent  of  Section  105  of  S.  1075  to  repeal  the  unfair 
standard  of  vicarious  and  strict  liability  embodied  in  the  Supreme  Court's  6-3 
decision  in  the  Park  case.  S.  1075  would  amend  Subsections  (a)  and  (b)  of 
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j o:  the  Act  so  as  to  impose  criminal  liability  only  in  cases  where 

• ■ iccused  has  acted  knowingly,  willfully,  or  negligently . We  would  favor 

i inf.jrent,  and  potentially  less  confusing,  definition  of  the  term  "negligently" 

from  that  which  is  provided  in  S.  1075  . However,  we  agree  that  the  Park 

;tindard  should  be  revised.  In  taking  this  position,  we  endorse  the 

t.j  ;t;mony  given  to  the  Subcommittee  by  the  Secretary  of  HEW  when  he  appeared 

before  it  last  year  on  S.  2755: 

"Under  present  law,  as  it  has  been  interpreted 
by  the  Supreme  Court  in  United  States  v.  Park 
. . . misdemeanor  liability  is  strict.  We  think 
this  standard  violates  our  society's  basic  con- 
cept of  fairness  . Criminal  liability  should  be 
based  on  fault . " [Emphasis  added.] 

The  Association  is  strongly  opposed  to  Section  107  of  the  bill  which  would 
give  to  the  Commissioner  of  FDA  the  power  to  assess  massive  civil  penalties 
on  both  companies  and  individuals . These  penalties  would  be  imposed  without 
any  showing  of  negligence,  with  no  provisions  for  administrative  due  process, 
and  with  no  requirement  for  any  meaningful  judicial  review.  In  our  testimony 
on  S.  2755  last  year,  we  opposed  a similar  proposed  grant  of  authority.  We 
find  the  civil  penalty  provisions  of  S.  1075  to  contain  even  less  due  process 
than  last  year's  bill.  Specifically,  last  year's  bill  provided  for  an  administrative 
hearing  in  accordance  with  Section  554  of  Title  5 of  the  United  States  Code 
before  a penalty  could  be  assessed.  S.  1075  omits  even  this  minimal  provision. 
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In  its  place,  the  person  against  whom  the  fine  is  to  be  levied  is  accorded 
only  an  "opportunity  to  discuss  the  matter"  before  the  Secretary  seeks  to 
enforce  the  penalty.  In  last  year's  bill,  provision  was  made  for  judicial  review 
of  the  assessment  of  civil  penalties  on  the  basis  of  a certified  record  of 
the  administrative  hearings,  and  under  the  "substantial  evidence"  standard. 

In  contrast,  S.  1075  provides  only  that  the  Attorney  General  shall  recover 
the  penalty  assessed,  plus  interest,  in  an  action  brought  in  any  appropriate 
U.S.  District  Court,  and,  further,  that  in  such  action  the  "validity,  amount, 
and  appropriateness  of  the  penalty  or  other  amount  shall  not  be  subject  to 
review . " 

As  noted  , we  felt  that  last  year’s  drug  bill  fell  far  short  of  providing 
"full  procedural  and  legal  remedies"  in  its  provision  for  civil  penalties. 

S.  1075  is  even  less  satisfactory  in  this  regard.  We  therefore  recommend 
that  Section  107  be  deleted  from  the  bill.  If  provision  for  civil  penalties  is 
to  be  incorporated  into  the  Act  — and  we  feel  no  case  has  been  made  for  such 
a provision  — such  penalties  should  be  imposed  only  on  the  basis  of  a 
negligence  standard  and  with  provision  for  trial  d e novo  on  the  facts . 

Section  130  of  S.  1075  gives  the  Secretary  the  power  to  issue  subpoenas. 
We  do  not  believe  that  the  Secretary  should  have  the  authority  to  "compel  the 
attendance  and  testimony  of  witnesses  or  require  the  production  of  any  records," 
as  specified  by  Section  130.  While  this  section  does  provide  for  recourse  to  the 
judicial  system  (Subsection  (c)),  this  occurs  only  after  a person  has  refused  to 
obey  a subpoena  issued  by  the  Secretary. 
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The  constraints  on  personal  liberty  involved  in  compulsory  process 
whereby  one  is  forced  to  appear  virtually  anywhere  at  the  Secretary's  bidding, 
with  v/hatever  records,  documents,  or  other  "tangible  things"  the  Secretary 
specifies,  are  of  sufficient  gravity  to  justify  submission  to  the  Judicial  Branch 
at  the  outset,  as  under  present  law.  Subpoena  authority  granted  to  independent 
bipartisan  regulatory  agencies  does  not  furnish  relevant  precedent  for  granting 
similar  authority  to  a single  appointed  official  of  the  Executive  Branch. 

There  has  as  yet  been  no  case  made  that  the  Secretary  requires  such 
unilateral  discretionary  authority,  raising  such  grave  due  process  issues, 
to  carry  out  his  responsibilities  under  the  Act.  We  therefore  recommend  deletion 
of  Section  130 . 

Federal  Preemption 

Unlike  last  year's  bill,  S.  1075  has  no  provision  for  preemption  of 
Federal  law  over  inconsistent  state  or  local  enactments  . Attached  to  this  state- 
ment is  a memorandum  discussing  the  need  for  such  a measure  (Attachment  B) . 

Nonprescription  drug  products  serve  as  an  effective  cost-containment 
barrier  to  escalating  health  care  dosts  . Federal  regulation  of  the  composition, 
labeling,  packaging  and  distribution  of  OTC  medicines  is  elaborate  and  per- 
vasive under  the  FDA's  enforcement  of  the  Act.  As  a result  of  the  Agency's 
activities  under  the  OTC  Review,  the  composition,  dosage  levels,  and  labeling 
of  OTC  products  (including  directions  for  use,  warnings,  and  other  cautionary 
statements)  have  been  subjected  to  an  elaborate  and  thorough  review  marshaling 


769 


expert  opinion  drawn  from  all  parts  of  the  country,  and  utilizing  resources 
far  beyond  those  available  to  even  the  largest  state  government . The  scientists 
serving  on  the  FDA's  seventeen  advisory  committees  have  reviewed  over  16,000 
volumes  of  written  data  submitted  by  many  individuals  and  institutions  and 
have  heard  countless  hours  of  oral  presentations. 

Despite  the  effects  of  inflation,  the  most  recent  available  figures  show 
that  the  per  capita  cost  for  OTC  products  is  still  only  about  $20.00  a year. 

The  continued  cost  effectiveness  of  nonprescription  drugs  used  in  self-care 
is  an  indispensable  element  in  any  solution  to  rising  health  care  costs.  These 
products  must  continue  to  be  available  to  the  consumer  in  a competitive  market 
place.  They  must  be  efficiently  mass  produced,  packaged,  labeled,  and 
distributed  in  interstate  commerce.  This  cannot  be  done  in  the  face  of  fragmented 
and  inconsistent  requirements  imposed  by  individual  states  and  their  political 
subdivisions.  The  cost  of  complying  with  unique  state  and  local  requirements, 
inconsistent  with  Federal  requirements  as  well  as  with  each  other,  represents 
a severe  burden  on  interstate  commerce,  especially  for  smaller  companies.  As 
always,  of  course,  the  ultimate  cost  if  borne  by  the  consumer. 

We  are  confident  that  a new  type  of  preemption  section  can  be  added 
to  S.  1075  which  will  reserve  for  the  states  a proper  scope  of  regulatory  activity 
based  on  local  circumstances.  Such  a section,  in  our  judgment,  could  even 
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m o the  state’s  role  in  drug  regulation.  In  brief,  we  suggest  a preemption 
section  which  would  accomplish  the  following: 

1.  State  or  local  requirements  which  are  inconsistent  with 
Federal  requirements  would  be  preempted . 

2 . An  exception  would  be  made  if,  because  of  compelling 
local  conditions,  a state  wished  to  place  a drug  which  was 
OTC  under  the  Federal  Act  on  prescription  in  that  state . 

3 . FDA,  upon  written  request  by  the  governor  of  any  state 
that  a regulation  be  issued  under  the  Federal  Act,  would  place 
the  proposal  in  the  Federal  Register  as  a proposed  regulation. 

A reasonable  time  would  be  allowed  for  public  comments, 
after  which  the  proposal  (in  its  original  form  or  as  modified) 
would  be  issued  as  a final  regulation  if  the  Secretary  determined 
that  it  would  be  in  the  public  interest . 

We  think  the  above  approach  sets  up  a coordinated  and  sensible  system 
which  precludes  inconsistent  and  wasteful  multiple  regulation  of  products  in 
interstate  commerce,  yet  provides  ample  scope  for  state  regulatory  activities. 

It  provides  specifically  for  the  occasional  situation  where  local  abuse  problems, 
or  similar  compelling  local  conditions,  may  justify  placing  on  prescription  within 
a state  a drug  which  may  be  sold  over  the  counter  under  the  Federal  Act.  It  would 
not  affect,  moreover,  a state* s ability  to  schedule  various  drugs  under  its  own 
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controlled  substances  law,  or  similar  local  legislation  (including  requirements 
for  foreign  language  labeling) . We  will  submit  proposed  draft  language  for 
such  a provision,  as  well  as  for  the  other  changes  we  have  suggested,  to 
the  Subcommittee  for  its  consideration. 

In  conclusion,  the  Association  wishes  to  express  its  appreciation  for 
the  opportunity  to  submit  this  statement  for  the  record . It  is  our  belief  that 
the  proposed  changes  which  we  have  recommended  in  S.  1075  are  consistent 
with  its  underlying  objective  to  approve  the  regulatory  process. 

- 0O0  - 

Attachment  A - "What’s  on  the  Label" 

Attachment  B - "The  Need  for  a Strong  Preemption  Provision  in  Federal 

Drug  Legislation" 


PA:bws/sbm 

6/1/79 


What's  on  the  Label:  Product  Information  for  consumers  required  or  recommended  by 
the  U S.  Food  and  Drug  Administration  and  the  OTC  Review  Advisory  Panel  lor  a non 
prescription  antacid  product 
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ATTACHMENT  B 
March  26,  1979 

The  Need  for  a Strong  Preemption 
Provision  in  Federal  Drug  Legislation 

In  recent  years,  individual  state  legislatures  and 
regulatory  agencies  have  adopted  or  proposed  a wide  variety  of 
special  statutes  and  regulations  concerning  the  manufacture, 
labeling,  packaging,  distribution,  safety,  and  effectiveness 
of  drugs.  At  the  same  time,  the  federal  government  has  insti- 
tuted programs  to  establish  a comprehensive  system  of  regula- 
tions governing  the  same  matters. 

Many  of  the  special  enactments  being  adopted  or 
considered  by  the  states  will  conflict  with  the  specific 
requirements  or  general  regulatory  objectives  of  the  compre- 
hensive federal  regulations.  In  some  cases,  individual  state 
requirements  will  conflict  with  one  another  as  well.  Even 
nonconflicting  requirements  can  impose  severe  burdens  on  inter 
state  commerce  in  drugs.  In  the  face  of  so  disparate  an  array 
of  federal  and  state  requirements,  marketers  of  drugs  will 
find  it  increasingly  difficult  — and  costly  — to  distribute 
their  products  on  a national  basis. 

In  the  end,  consumers  will  be  the  losers.  Nonpre- 
scription drugs  have  played  an  increasingly  important  role  in 
the  nation's  system  of  health  care  by  providing  inexpensive 
treatment  for  minor  ailments  and  injuries  that  would  otherwise 
require  unnecessary  and  costly  use  of  the  services  of  overbur- 
dened health  care  professionals.  Prescription  drugs  have  per- 
formed a similar  cost-saving  function  by  preventing  disease 
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and  by  providing  an  alternative  to  hospitalization,  long-term 
professional  care,  and  other  expensive  forms  of  treatment  for 
serious  illness. 

Special  state  requirements  for  drugs  will  seldom, 
if  ever,  offer  consumers  any  benefits  commensurate  with  the 
costs  they  impose.  Federal  agencies  — especially  the  Food 
and  Drug  Administration  — have  access  to  scientific  and  tech- 
nical resources  far  greater  than  those  available  to  the  states. 
They  can  better  determine  what  measures  are  necessary  to  pro- 
tect the  interests  of  consumers,  and  they  have  ample  legal 
authority  to  require  that  those  measures  be  taken. 

Marketers  of  drugs  and  similar  products  have  sought 
to  deal  with  the  potential  problem  of  disparate  state  require- 
ments through  a variety  of  measures.  They  have  supported  enact- 
ment of  and  adherence  to  uniform  laws  and  have  argued  against 
adoption  of  specific  requirements  that  would  unduly  burden  na- 
tional commerce  in  drugs.  In  a few  cases,  they  have  resorted 
to  the  courts  to  challenge  state  rules  that  interfere  with  the 
requirements  of  federal  laws. 

These  efforts,  however,  cannot  provide  an  effective 
solution  to  the  problem.  The  only  satisfactory  answer  is  a 
congressional  enactment  preempting  state  or  local  requirements 
governing  the  manufacturing,  packaging,  labeling,  distribution, 
safety,  or  effectiveness  of  drugs  that  are  different  from  or 
in  addition  to  those  established  by  federal  law. 
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An  important  role  would  remain  for  the  states  under 
such  an  enactment  to  assist  the  federal  authorities  in  enforc- 
ing compliance  with  applicable  requirements.  But  the  public 
interest  requires  a uniform  national  system  for  the  regulation 
of  drugs,  and  only  the  federal  government  can  provide  for  such 
a system. 

I.  The  Wide  Availability  of  Prescription  and 
Nonprescription  Drugs  Is  Essential  to  the 
Nation's  System  of  Health  Care 

The  nation's  system  of  health  care  depends  on  the 
availability  of  a wide  variety  of  prescription  and  nonprescrip- 
tion medicines.  The  importance  of  prescription  drugs  to  the 
practice  of  medicine  is  obvious.  Their  use  often  prevents 
relatively  minor  illnesses  from  becoming  serious  conditions 
that  necessitate  resort  to  expensive  medical  procedures,  and 
they  permit  many  persons  to  live  productive  lives  who  would 
otherwise  require  hospitalization  or  long-term  professional 
care . 


Nonprescription  drugs  play  an  equally  important 
role.  In  testimony  before  a Senate  subcommittee  in  1971, 
former  Commissioner  of  Food  and  Drugs  Charles  C.  Edwards  (who 
later  served  as  Assistant  Secretary  for  Health)  stated  the 
issue  well: 

"Self-medication  is  an  essential  part 
of  our  health  care  system.  Man  has  a basic 
urge  to  help  himself  when  he  is  sick  or  dis- 
comforted. If  his  complaint  arises  out  of 
temporary,  self-limiting  conditions  that  yield 
to  drugs  safe  enough  for  non-professional  use. 
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it  makes  good  sense,  in  our  judgment,  to  en- 
courage self-medication  rather  than  unnecessary 
visits  to  an  already  overworked  physician. "1/ 

The  1978  edition  of  the  Commerce  Department's  U. S . 
Industrial  Outlook  underscores  the  significance  of  OTC  medi- 
cines in  the  modern  health  care  system: 

"...  Escalating  costs  of  health  care  create 
a greater  need  for  low-cost  self-medication 
than  ever  before.  Seventy- five  percent  of 
all  illnesses  and  injuries  are  initially 
treated  through  self-care  and  OTC  medica- 
tions. If  only  a small  percentage  of  self- 
treatment was  shifted  to  medical  practi- 
tioners, the  patient  load  would  disrupt  the 
U.S.  health  care  system." 

The  wide  availability  and  relatively  low  cost  of  both  pre- 
scription and  nonprescription  drugs  are  in  part  the  result 
of  national  promotion  and  marketing. 


II.  Disparate  State  Requirements  Interfere 
with  National  Commerce  and  Increase  the 
Cost  of  Drugs 

In  recent  years,  state  legislatures  and  regulatory 
agencies  have  adopted  or  seriously  considered  a disparate 
array  of  special  requirements  for  drugs  in  addition  to  or  dif 
ferent  from  those  imposed  by  federal  law.  Such  requirements 
can  interfere  with  the  national  distribution  of  drugs  and  in- 
crease their  cost  to  consumers. 

A.  States  Have  Enacted  or  Considered 

Numerous  Special  Requirements  for  Drugs 
in  Addition  to  or  Different  from  those 
Established  Under  Federal  Law 


The  number  and  variety  of  state  proposals  and  enact 


ments  make  a detailed  description  impossible.  The  examples 
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that  follow  are  a small  fraction  of  the  measures  that  have 
been  adopted  or  proposed  in  recent  years . 

States  have  proposed  or  adopted  a variety  of  spe- 
cial labeling  requirements  for  drugs.  Several  measures  would, 
for  example,  require  labels  for  all  drugs  to  bear  expiration 
dates  in  specific  (and  varying)  formats.^  Regulations  re- 
cently adopted  under  federal  law  do  not  specify  the  format  for 
expiration  date  labeling,  and  they  expressly  exempt  certain 

nonprescription  drugs  from  the  requirement  of  expiration  dat- 

3 / 

ing  pending  further  rulemaking  proceedings.— 

Other  state  labeling  measures  would  require  non- 
prescription drugs  to  bear  quantitative  declarations  of  active 

ingredients  or  to  list  the  inactive  ingredients  contained  in 

4/ 

product  formulations.—7  Federal  law  encourages  but  does  not 
require  the  quantitative  declaration  of  active  ingredients 
in  OTC  drugs. ^ Disclosure  of  inactive  ingredients  in  drug 
formulas  is  not  required  by  federal  law,  and,  in  fact,  under 
Food  and  Drug  Administration  regulations,  the  identity  of 
such  ingredients  is  regarded  as  trade  secret  or  confidential 
commercial  information  if  it  has  not  already  been  disclosed 
by  the  manufacturer.—^ 

Under  federal  law,  the  label  of  a drug  is  required 
to  bear  the  name  and  address  of  the  "manufacturer,  packer,  or 
distributor, ^ and  the  law  in  most  states  imposes  a similar 
requirement.  But  some  states  have  recently  considered  requir- 
ing the  labels  of  drugs  that  are  manufactured  and  distributed 


by  different  firms  to  bear  the  names  and  addresses  of  both 
the  manufacturer  and  the  distributor. 

One  state  has  proposed  that  all  OTC  drugs  be  re- 
quired to  bear  a special  label  warning  stating  that  their 
safety  has  not  been  established  for  use  during  pregnancy 
or  nursing.  Drugs  would  be  exempted  if  data  were  submitted 
to  the  State  Department  of  Health  demonstrating  their  safety 
for  such  use,  or  if  a federal  pregnancy  warning  was  already 
required.  No  such  general  requirement  has  been  imposed  by 
the  federal  government. 

Recently,  several  federal  agencies  jointly  issued 
regulations  dealing  with  aerosol  products  containing  fluoro- 
carbon propellants,  which  some  scientists  believe  may  affect 
the  ozone  layer  of  the  earth's  atmosphere.  The  regulations 
included  Food  and  Drug  Administration  rules  requiring  special 
warning  labels  on  fluorocarbon-containing  products  and  an 
orderly  phase-out  of  the  use  fluorocarbons  in  most  aerosolized 
foods , drugs , and  cosmetics . One  state  sought  to  ban  fluoro- 
carbon products  a year  before  the  federal  ban  took  effect, 
while  another  decided  to  impose  labeling  requirements  that 
differed  from  the  federal  rules  just  enough  to  make  the  sale 
of  hundreds  of  foods,  drugs,  and  cosmetics  unlawful  in  that 
state  during  the  18  months  before  the  national  ban  was  imposed. 

States  have  also  sought  to  impose  a variety  of  mea- 
sures concerning  the  packaging  of  drugs.  One  bill,  for  ex- 
ample, would  require  the  container  for  any  substance  intended 
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for  ingestion  or  household  use  ( including  many  drugs ) that 
could  be  harmful  if  not  used  according  to  the  manufacturer's 
directions  to  bear  a cap  or  side  strip  that  is  "fluorescent 
bright  red  in  color."—/  Other  proposed  state  measures  would 
require  all  medicines  sold  in  capsule  or  tablet  form  to  bear 
an  identifying  mark  or  symbol  and  would  require  each  drug 

manufacturer  to  distribute  to  every  pharmacist,  physician, 

. . . . . 9 / 

dentist,  and  hospital  a pamphlet  explaining  its  tablet  codes.— 

Another  recent  state  proposal  would  have  required  any  "bottled 
liquid"  (presumably  including  many  medicines)  to  be  packaged 
in  a container  that  had  a seal  that  would  not  be  broken  until 
the  container  was  opened  by  the  consumer . — ' ^ 

Finally,  states  have  proposed  or  enacted  require- 
ments governing  the  distribution  of  drugs  that  are  different 
from  those  established  under  federal  law.  In  some  states,  for 
example,  amendments  to  the  pharmacy  laws  have  been  considered 
under  which  some  or  all  nonprescription  drugs  could  be  sold 
only  by  pharmacies.-^/  In  a few  instances,  state  measures 
would  impose  prescription  requirements  on  certain  drugs  that 
can  be  sold  without  prescriptions  under  federal  law. 

B.  Such  Requirements  Unnecessarily  Hinder 
National  Distribution  of  Drugs  and 
Increase  Their  Cost 


1.  State  Requirements  May  Conflict  With 
One  Another 

Requirements  such  as  these,  imposed  by  the  states 
in  addition  to  the  requirements  of  federal  law,  can  place 
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substantial  and  unnecessary  burdens  on  the  nationwide  distri- 
bution of  drugs.  In  some  cases,  requirements  adopted  by  indi- 
vidual states  may  conflict  with  one  another,  so  that  a manu- 
facturer cannot  market  a single  product  in  national  commerce. 
The  expiration  date  labeling  requirements  being  considered  in 
several  states  provide  an  example  of  this  problem.  Some  states 
would  require  the  manufacturer  to  label  a product  with  the  date 
after  which  it  should  be  removed  from  the  retail  shelf,  while 
other  states  would  require  the  label  to  inform  the  consumer 
of  the  last  date  on  which  the  product  should  be  used.  The  spe- 
cific wording  or  format  required  for  expiration  date  labeling 
may  vary  from  one  state  statute  to  another.  One  state  proposal 
(in  New  Jersey)  would  set  a maximum  of  two  years  for  the  ex- 
piration date,  no  matter  what  the  manufacturer's  test  data 
actually  showed  about  the  useful  life  of  the  product.  Other 
states  (like  the  federal  government)  would  permit  the  manu- 
facturer to  declare  whatever  expiration  date  its  stability 
studies  would  support. 

Confronted  with  this  array  of  varying  state  require- 
ments, a national  marketer  of  drug  products  would  be  required 
to  maintain  separate  inventories  and  distribution  systems  to 
assure  compliance  with  each  state's  law.  Such  arrangements 
are  inconsistent  with  modem  distribution  methods,  which  are 
organized  to  serve  population  centers  and  commercial  markets 
that  frequently  cross  state  lines  and  encompass  more  than  one 
jurisdiction.  The  expense  of  maintaining  separate  inventories 
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or.d  distribution  systems  to  satisfy  varying  state  regulations 
must  ultimately  be  passed  on  to  the  consumer. 

2 . Even  Nonconflicting  State  Requirements 
Can  Impose  Unnecessary  Burdens 

Even  when  special  state  requirements  do  not  con- 
flict with  one  another,  they  can  impose  the  same  burdens  as 
conflicting  enactments.  State  laws  requiring  labels  for  non- 
prescription drugs  to  declare  both  the  manufacturer  and  the 
distributor  of  every  product  are  one  example.  Nonprescription 
drug  products  are  relatively  low-priced  items  with  high  sales 
volumes.  National  marketers  frequently  find  it  most  economic- 
al to  package  or  produce  them  at  more  than  one  location,  some- 
times contracting  with  other  firms  to  manufacture  or  package 
them  according  to  the  national  marketer's  specifications  and 
under  its  supervision.  A firm  may  thus  be  the  "manufacturer" 
of  its  drugs  in  one  state,  the  "packer"  in  another,  and 
neither  in  a third  state,  but  it  will  be  the  "distributor"  in 
all  three  states.  A single  label,  identifying  the  national 
marketer  as  the  "distributor, " will  satisfy  the  requirements 
of  federal  law,  but  different  labels  may  be  needed  in  each 
state  that  requires  disclosure  of  both  the  manufacturer  and 
distributor.  Separate  inventories  and  distribution  networks 
will  be  required  for  products  bearing  each  such  label. 

With  respect  to  some  labeling  requirements  (such 
as  the  special  pregnancy  warning  proposed  in  one  state),  a 
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manufacturer  could  conceivably  avoid  maintaining  costly  separ- 
ate inventories  and  distribution  systems  by  labeling  or  pack- 
aging all  of  its  national  output  of  drug  products  to  conform 
with  a single  state's  requirements.  But  the  cumulative  effect 
of  numerous  special  requirements  could  eventually  clutter  drug 
packages  and  distract  attention  from  label  information  that 
the  manufacturer  or  the  federal  government  has  determined  to 
be  truly  important.  The  Food  and  Drug  Administration  itself 
has  recognized  the  realities  of  label  space  limitations  and 
has  stated  that  "if  labeling  contains  too  many  required  state- 
ments, especially  general  statements  of  common  sense,  the  im- 

12/ 

pact  of  all  warning  statements  on  the  label  will  be  reduced." — 

3 . State  Requirements  Are  Often  Hastily 
Adopted 

The  rapidity  with  which  individual  state  requirements 
can  be  adopted  — and  the  frequent  lack  of  any  effective  means 
for  assuring  that  all  significant  interests  are  adequately 
considered  — compounds  the  problems  that  confront  nationwide 
marketers  of  drugs.  State  legislatures  can  and  do  act  more 
quickly  than  Congress,  sometimes  without  holding  hearings  or 
after  providing  such  short  notice  that  interested  persons  out- 
side a state  cannot  arrange  to  appear.  Literally  thousands 
of  bills  that  may  affect  the  labeling,  packaging,  or  distribu- 
tion of  drugs  are  introduced  in  state  legislatures  each  year, 
and  it  is  difficult  for  manufacturers  or  trade  associations  to 
follow  them  all.  In  many  states,  one  or  more  administrative 
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agencies  are  empowered  to  issue  regulations  having  the  force 
of  law  that  can  establish  new  requirements  for  nationally  mar 
keted  drug  products,  sometimes  with  little  or  no  effective 
opportunity  for  participation  by  affected  firms . 

Perhaps  for  these  reasons,  state  statutes  and 
regulations  are  more  likely  than  the  general  federal  regula- 
tory system  to  establish  requirements  that  are  unwise  or  ill- 
considered.  Proposals  to  limit  the  sale  of  some  or  all  non- 
prescription drugs  to  pharmacies  have,  for  example,  been 
criticized  by  independent  observers  as  protectionist  measures 
that  would  advance  the  interests  of  certain  pharmacies  at  the 
expense  of  the  general  public.  Commenting  on  such  a proposal 
to  the  Food  and  Drug  Administration  in  1974,  the  Department 
of  Justice  said: 

"Preventing  supermarkets  and  general 
merchandise  stores  from  selling  such  products 
would  substantially  lessen  competition,  and 
severely  inconvenience  the  consumer  by  limit- 
ing access  to  those  drugs.  A most  likely 
result  of  this  market  limitation  would  be  an 
increase  in  the  price  that  the  consumer  must 
pay. "13/ 

Nevertheless,  such  proposals  are  put  forward  seriously  in  the 
states  each  year. 

4.  Conscientious  National  Marketers  Often 
Cannot  Be  Sure  Their  Products  Comply 
With  the  Law  in  Every  Jurisdiction 

Regulations  issued  by  administrative  agencies 

in  the  states  pose  a special  problem  for  national  marketers, 

since  they  are  often  unavailable  in  authoritative,  up-to-date 
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compilations.  Some  states  maintain  codes  of  administrative 
regulations  that  are  more  or  less  current.  But  many  others 
nave  no  reliable  method  of  disseminating  their  regulatory  is- 
suances. The  Public  Administration  Service,  which  sought  to 
compile  state  food  and  drug  regulations  over  a period  of  18 
months  under  a contract  with  the  Food  and  Drug  Administration, 
concluded  that  "[i]n  some  agencies,  field  work  was  completed 
with  more  than  the  suspicion  that  agency  filing  and  other 
administrative  practices  were  such  that  no  real  assurance 
existed  that  current  regulations  had  been  fully  brought 
together. 

This  uncertainty  concerning  state  regulatory  re- 
quirements is  a serious  obstacle  to  national  distribution  of 
drugs . The  conscientious  national  marketer  often  cannot  auth- 
oritatively determine  whether  the  labeling  and  packaging  for 
its  products  is  lawful  in  all  jurisdictions.  In  contrast, 
federal  regulations  are  readily  available  to  manufacturers 
through  the  Federal  Register  system  and  the  annual  publication 
of  the  Code  of  Federal  Regulations. 

III.  Special  State  Requirements  Provide 
No  Meaningful  Benefits  to  Consumers 

The  obstacles  that  state  requirements  present  to 
national  marketing  of  drugs  — and  the  added  costs  they  impose 
on  consumers  — cannot  be  justified  by  any  benefits  to  the  pub 
lie.  Federal  agencies  have  established  a comprehensive  regula 
tory  system  that  is  more  than  adequate  to  protect  consumers . 
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That  system  leaves  no  room  for  supplementation  by  the  states . 

In  developing  regulatory  requirements,  moreover,  federal 
agencies  — especially  the  Food  and  Drug  Administration  — can 
call  upon  resources  vastly  greater  than  those  available  to  the 
states.  It  makes  no  sense  to  permit  state  agencies  and  legis- 
latures that  have  little  or  no  expertise  in  drug  regulation  to 
impose  potentially  burdensome  requirements  in  addition  to,  or 
different  from,  those  adopted  by  federal  agencies  after  careful 
consideration  and  nationwide  attention. 

A.  The  Federal  Government  Has  Established 
a Comprehensive  System  of  Regulations 
That  Does  Not  Require  Supplementation 
by  the  States 

The  Food  and  Drug  Administration  and  other  federal 
administrative  agencies  have  adopted  a comprehensive  system 
of  regulations  to  govern  the  labeling,  packaging,  and  distri- 
bution of  drugs.  Under  the  provisions  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act^^  and  the  Fair  Packaging  and  Labeling 
Act,^/  FDA  has,  for  example,  issued  comprehensive  regula- 
tions establishing  general  requirements  for  the  labeling  of 
drugs.  Detailed  rules  govern  such  matters  as  the  label  de- 
claration of  the  name  and  place  of  business  of  the  manufac- 
turer or  distributor,  the  use  of  National  Drug  Code  numbers 
to  identify  manufacturers  and  products,  adequate  directions 
for  use,  statements  of  ingredients,  prominence  of  required 
statements,  foreign-language  versions  of  certain  statements, 
use  of  lot  control  numbers,  statements  of  identity,  and 
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statements  of  dosage. Other  rules  govern  the  format  of 
labeling,  the  placement  of  principal  display  panels  on  drug 
packages,  and  declarations  of  net  quantity  of  contents.—^ 
Specific  rules  govern  potentially  misleading  statements  in 
labeling,  and  a series  of  regulations  have  been  issued 

to  establish  special  labeling  requirements  for  particular 
kinds  of  drug  products.^/ 

Other  FDA  regulations  codify  current  good  manufac- 
turing practices  for  drugs . Those  rules  govern  every  aspect 
of  the  manufacturing  process  and  set  forth  detailed  require- 
ments concerning  such  matters  as  the  appropriate  containers 
for  drugs,  the  conduct  of  stability  studies  to  determine  the 
useful  life  of  drugs,  and  the  establishment  of  expiration 
dates  for  certain  drugs. 

These  general  federal  requirements  apply  to  all 
drugs.  The  great  majority  of  prescription  drug  products  are 
also  marketed  subject  to  individual  federal  licenses,  such  as 
new  drug  applications  (NDA's),  antibiotic  certificates,  and 
biologies  licenses,  which  specify  in  detail  the  manner  in  which 
they  must  be  manufactured  and  labeled. 

For  nonprescription  drugs,  FDA  has  established 
a systematic  program  — the  Over-the-Counter  (OTC)  Drug  Re- 
view — under  which  comprehensive  regulations  will  be  issued 

for  every  class  of  OTC  drugs.  As  part  of  that  Review,  initi- 
22/ 

ated  in  1972, — ' FDA  has  convened  panels  of  pharmacologists, 
physicians,  and  other  drug  experts  from  across  the  nation  to 


review  the  safety,  effectiveness,  and  labeling  of  all  nonpre- 
scription drugs  on  the  market.  Those  panels  have  reviewed 
nonprescription  drugs  according  to  therapeutic  categories 
(antacids,  laxatives,  etc.),  receiving  written  and  oral  sub- 
missions by  manufacturers  and  all  other  interested  persons 
who  wish  to  participate.  To  date,  over  16,000  volumes  of  data 
have  been  submitted.  When  panels  complete  their  reviews,  they 
issue  reports  to  FDA  which  are  then  published  for  comments  and 
reply  comments  by  the  public.  After  considering  public  com- 
ments, FDA  issues  its?  own  proposal  for  a regulation  (in  the 

form  of  a "tentative  final  monograph")  and  permits  further 

23  / 

comments  and  an  opportunity  for  an  oral  hearing. — ' 

This  deliberative  process,  in  which  all  affected 
interests  are  given  an  opportunity  to  participate  and  all 
important  factual  issues  can  be  ventilated,  leads  to  the 
issuance  of  monographs  that  establish  the  permitted  ingredi- 
ents, dosages,  and  labeling  for  nonprescription  drugs.  The 
OTC  Review  is  now  about  half  complete.  When  it  is  finished, 
it  will  establish  a definitive  system  of  regulations  governing 
virtually  every  nonprescription  drug  on  the  market. The 
Review  will  also  necessarily  determine  what  drugs  are  safe  and 
effective  for  sale  without  a physician's  prescription,  in  ac- 
cordance with  FDA’s  responsibilities  under  section  503(b)  of 
the  Federal  Food,  Drug,  and  Cosmetic  Act.^/ 

The  FDA  regulations  are  supplemented  by  rules 
issued  by  the  Consumer  Product  Safety  Commission  under  the 
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Poison  Prevention  Packaging  Act  of  1970.— ^ Those  rules  re- 
; ;.re  safety  closures,  and  in  some  cases  special  labeling,  to 
protect  against  accidental  ingestion  by  children  of  substances 
. .-.eluding  most  prescription  drugs  and  many  nonprescription 
products)  that  can  be  toxic  when  used  improperly. 

These  federal  regulations  and  statutes  establish  a 
comprehensive  and  interrelated  system  of  rules  that  affects 
every  aspect  of  the  labeling,  packaging,  and  distribution  of 
drugs.  It  is  inconceivable  that  a state  can  pick  and  choose 
among  the  rules  that  make  up  this  comprehensive  federal  scheme, 
or  formulate  different  approaches  to  one  or  another  of  the  many 
problems  they  address,  without  interfering  with  the  purpose  of 
federal  law.  if  state  officials  or  other  interested  persons 
believe  that  additional  requirements  are  needed  to  protect  the 
interests  of  consumers,  those  requirements  should  be  proposed 
to  the  federal  government  and  considered  for  adoption  on  a 
national  basis. 

B.  Only  the  Federal  Government  Has  the 
Resources  Necessary  to  Develop  Drug 
Regulatory  Programs 

The  development  of  drug  regulatory  programs  requires 
scientific  resources  and  trained  personnel  that  are  not  avail- 
able to  the  states.  The  disparity  in  resources  between  the 
state  and  federal  governments  is  so  great  that  it  is  untenable 
to  suggest  that  state  agencies  or  legislatures  can  second- 
guess  scientific  and  regulatory  decisions  made  at  the  federal 


level . 
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Food  and  Drug  Administration  appropriations  for 
the  fiscal  year  1979  totaled  more  than  $294  million,  and  the 
agency  was  authorized  to  employ  more  than  7,500  persons.  Over 
$66  million  of  FDA's  funds  were  devoted  directly  to  regulatory 
programs  for  human  drugs,  and  more  than  2,000  FDA  employees 

(including  more  than  1,000  in  headquarters  positions)  were 

27/  . . 

involved  in  those  programs. — 7 In  addition  to  its  own  scien- 
tific and  technical  personnel,  FDA  can  call  upon  leading 
experts  in  all  fields  of  medicine  and  pharmacology.  The 
agency  has  made  extensive  use  of  expert  advisory  committees, 
and  consults  with  numerous  outside  experts  informally  and 
through  contracts  for  studies  and  research. 

The  states ' resources  in  the  area  of  drug  regulation 
are,  by  comparison,  insubstantial.  According  to  a recent  FDA 
report  (based  on  a survey  of  state  regulatory  agencies),  1974- 
1975  annual  expenditures  for  state-level  drug  programs  in  all 
the  states  totaled  $8.7  million. Eighteen  states  reported 
no  expenditures  whatever  for  programs  involving  analysis  of 
drug  samples  or  surveillance  of  drug  manufacturers,  whole- 
salers, or  repackers,  and  20  states  spent  less  than  $60,000 
per  year  on  such  programs.^/ 

In  many  states,  boards  of  pharmacy  bear  principal 
responsibility  for  regulating  retail  drug  outlets,  but  their 
resources  are  generally  limited.  According  to  FDA's  recent 
study,  the  47  states  which  provided  information  on  pharmacy 
board  employees  reported  a total  of  55  administrative  personnel. 
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of  whom  19  were  part-time,  and  151  inspectors,  of  whom  a sub- 
stantial number  were  part-time 

State  agencies  are  also  weak,  in  the  quality  of 
their  laboratory  facilities  and  the  training  of  their  person- 
nel. FDA’s  recent  report  concluded  that,  while  state  analy- 
tical facilities  and  equipment  for  food  program  support  were 
sufficient  to  meet  routine  needs,  "In  the  drug  program  area, 
the  State  laboratories  are  less  active  which  may  be  partially 
due  to  facilities,  equipment,  and  trained  staff  along  with  a 
lower  demand  being  placed  on  the  laboratories  .... 11 

The  same  report  stated  that  most  of  the  states 
surveyed  by  FDA  indicated  a need  to  improve  the  training  pro- 
vided to  their  employees : 

"...  Many  referred  to  their  training  pro- 
cedures as  informal,  limited,  too  little,  or 
not  well  developed.  The  training  programs, 
for  the  most  part,  are  limited  to  the  minimum 
necessary  to  place  an  employee  in  the  field. "32/ 

In  1965,  the  Public  Administration  Service  reported 
to  FDA  on  an  extensive  study  of  state  and  local  food  and  drug 
programs . After  evaluating  the  states  * programs  and  capabili- 
ties, the  report  concluded  that  FDA.  was  "much  better  equipped 
than  state  and  local  agencies  to  regulate  the  manufacture  and 
wholesale  distribution  of  drugs;  it  has  the  best  laboratory 
facilities  and  a generally  greater  capability  to  cope  with  the 
complex  scientific  questions  that  arise  in  the  conduct  of  drug 
programs . The  report  further  stated: 
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" . . . It  is  now  national  policy  that  drugs 

shall  be  controlled  as  to  quality,  strength, 
purity,  safety,  efficacy,  labeling  and  manner 
of  dispensing.  The  exercise  of  these  responsi- 
bilities requires  the  best  scientific  talents 
the  country  has  available  and  a social  perspec- 
tive that  is  broad  and  profound.  These  re- 
quirements go  far  beyond  the  capabilities  of 
any  one  state  and  call  for  the  wisest  counsel 
of  the  nation  as  a whole  — its  industries, 
professional  practitioners,  universities,  and 
government.  The  manufacturing  processes  of 
the  drug  industry  are  such  that  by  and  large 
they  likewise  are  beyond  the  capacity  of  a 
single  state  to  evaluate  in  terms  of  process 
and  quality  control . 

"These  circumstances  indicate  that, 
as  a matter  of  practice,  the  federal  role  in 
drug  regulation  should  be  exclusive  in  deter- 
mining standards  of  quality,  purity,  strength, 
efficacy,  safety,  limitations  on  dispensing, 
manufacturing  practice,  labeling  and  advertis- 
ing. The  federal  role  should  also  be  effec- 
tively exclusive  in  enforcing  standards  of 
efficacy,  safety,  and  manufacturing  prac- 
tice .... "34/ 

These  findings  clearly  show  that  it  is  inap- 
propriate to  rely  upon  the  states  to  develop  regulatory 
requirements  that  will  apply  to  nationally  marketed  drug 
products . This  is  not  to  say  that  the  states  should  have  no 
role  in  drug  regulation.  They  can  perform  a valuable  service 
by  assisting  FDA  in  the  enforcement  of  uniform  national  re- 
quirements. There  is  no  justification,  however,  for  permit- 
ting states  to  impose  special  requirements  of  their  own  that 
modify  or  supplement  the  rules  developed  at  the  federal  level. 
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IV.  Enactment  of  an  Express  Federal 
Preemption  Provision  Is  the  Only 
Satisfactory  Answer 

Disparate  state  requirements  governing  the  manu- 
facturing and  marketing  of  drugs  can  and  do  interfere  with 
the  carefully  conceived  federal  regulatory  system,  disrupt 
national  commerce,  and  increase  the  cost  of  important  medi- 
cines to  consumers.  The  only  satisfactory  solution  to  this 
problem  is  the  enactment  of  an  explicit  preemption  provision 
as  an  amendment  to  the  Federal  Food,  Drug,  and  Cosmetic  Act 
or  as  part  of  any  new  general  legislation  Congress  may  enact 
to  govern  drugs . 

A.  State  Officials  Have  Recognized  the 
Need  for  Uniformity 

State  food  and  drug  officials  themselves  have  long 
recognized  the  need  for  uniformity  in  the  nation's  food  and 
drug  laws  and  the  burdens  that  inconsistent  requirements  can 
impose.  As  early  as  1941,  for  example,  the  president  of  the 
Association  of  Food  and  Drug  Officials  of  the  United  States, 
whose  membership  includes  regulatory  officials  from  all  the 
states,  criticized  "trade  barriers  that  force  many  producers 
and  manufacturers  to  live  under  the  virtual  dictatorship  of 
localized  bureaucracy."  He  urged  state  food  and  drug  of- 
ficials to  " [djiscourage  the  enactment  of  laws  that  make  it 
impossible  for  legitimate  industry  of  one  state  to  engage  in 

V 

trade  in  another  under  conditions  which  are  fair  and  equi- 
table."—^ That  year,  the  Association's  members  adopted  a 
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resolution  expressing  "disapproval  of  the  tendency  toward  the 
enactment  of  legislation  which  constitutes  definite  barriers 
to  Commerce  between  the  states  . . . . since  1940,  the  As- 

sociation has  repeatedly  adopted  resolutions  urging  enactment 


of  uniform  food  and  drug  legislation. 


37/ 


Yet,  as  recently  as 


1973,  the  Association's  members  passed  a resolution  acknowl- 
edging (and  disapproving)  "a  growing  trend  that  some  . . . 

States  and  local  agencies  are  passing  laws,  regulations,  or 
ordinances  which  are  inconsistent  with  the  principle  of  uni- 
formity  to  which  A.F.D.O.U.S.  is  committed  . . — / 

B.  Voluntary  Efforts  to  Achieve  Uniformity 
Are  Insufficient 

The  solution  that  state  food  and  drug  officials 
have  regularly  urged  for  the  problem  of  inconsistent  state 
requirements  is  adoption  of  uniform  state  legislation.  Uni- 
form statutes  — including  a model  food  and  drug  law  sponsored 
by  the  Association  of  Food  and  Drug  Officials  — have  in  fact 
been  adopted  in  many  states,  but  they  have  not  solved  the  prob- 
lem of  inconsistent  state  requirements.  In  many  states,  uni- 
form acts  have  been  adopted  in  addition  to,  not  in  place  of, 
special  labeling  or  packaging  requirements.  Moreover,  the 
broad  terms  of  uniform  acts  leave  state  regulatory  officials 

great  discretion  to  impose  inconsistent  requirements  in  par- 
39/ 

ticular  cases. — / 
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C.  Case-by-Case  Adjudication  Based  on 
General  Constitutional  Principles 
Cannot  Achieve  the  Needed  Uniformity 

In  some  instances,  courts  have  invalidated  particu- 
lar state  statutes  or  regulations  governing  the  labeling  of 
foods,  drugs,  and  similar  products  on  the  grounds  that  they 
conflict  with  federal  requirements,  frustrate  the  policy  of 
federal  enactments,  or  impinge  on  matters  that  are  pervasively 
regulated  by  federal  regulations.  For  example,  in  Jones  v. 

Rath  Packing  Co.,  430  U.S.  519  (1977),  the  Supreme  Court  held 
that  California  regulations  governing  the  declaration  of  net 
weight  for  flour  products  frustrated  the  congressional  purpose 
underlying  the  Fair  Packaging  and  Labeling  Act  and  were  there- 
fore invalid  under  the  Supremacy  Clause  of  the  Federal  Consti- 

40/  . . . 

tution. — More  recently,  a federal  district  court  enjoined 

enforcement  of  a Minnesota  statute  governing  the  labeling  of 
fluorocarbon  aerosol  spray  products  because  it  concluded  that 
federal  regulations  governing  those  products  had  established 
a pervasive  regulatory  scheme  that  left  no  room  for  supple- 
mentation by  the  states. 

Even  in  the  absence  of  federal  regulatory  enactments 
that  conflict  with,  or  are  frustrated  by,  state  requirements, 
the  courts  will  occasionally  invalidate  state  statutes  or 
regulations  that  impose  an  undue  burden  on  interstate  commerce 
by  establishing  inconsistent  requirements.  In  Southern  Pacific 
Co.  v.  Arizona,  325  U.S.  761  (1945),  for  example,  the  Supreme 


Court  confronted  an  Arizona  statute  limiting  the  length  of 
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trains  passing  through  the  state.  The  purpose  of  the  statute 
was  to  avoid  accidents.  Invalidating  the  statute  under  the 
Commerce  Clause  of  the  Federal  Constitution,  the  Court  said: 

"If  one  state  may  regulate  train 
lengths,  so  may  all  the  others,  and  they 
need  not  prescribe  the  same  maximum  limita- 
tion. The  practical  effect  of  such  regula- 
tion is  to  control  train  operations  beyond 
the  boundaries  of  the  state  enacting  it  . . 

The  serious  impediment  to  the  free  flow  of 
commerce  by  the  local  regulation  of  train 
lengths  and  the  practical  necessity  that 
such  regulation,  if  any,  must  be  prescribed 
by  a single  body  having  nation-wide  author- 
ity are  apparent . "42/ 

Case-by-case  adjudications  under  the  general  pro- 
visions of  the  Supremacy  Clause  and  the  Commerce  Clause  can- 
not, however,  satisfactorily  solve  the  problem  of  inconsistent 
or  conflicting  state  requirements  for  drugs . The  circumstances 
in  which  the  courts  will  invalidate  state  requirements  under 
those  principles  are  relatively  uncommon,  and  many  state  re- 
quirements that  substantially  interfere  with  national  market- 
ing of  drugs  may  not  be  open  to  serious  constitutional  chal- 
lenge. Even  as  to  those  enactments  that  are  repugnant  to  the 
Federal  Constitution,  individual  court  actions  are  a costly 
and  inefficient  means  of  achieving  uniformity. 

The  only  effective  solution  would  be  the  enactment 
of  a strong,  clearly  worded  amendment  to  the  Federal  Food, 

Drug,  and  Cosmetic  Act  (or  whatever  general  drug  legislation 
Congress  may  enact  in  its  place)  preempting  all  state  require- 
ments as  to  the  manufacture,  labeling,  packaging,  distribution, 
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safety,  or  effectiveness  of  drugs  that  are  inconsistent  with 
those  imposed  under  federal  law. 

D.  Congress  Has  Recognized  the  Need  for 
Uniformity  in  Many  Recent  Enactments 
by  Including  Preemption  Provisions 

In  recent  legislation  similar  in  scope  and  con- 
tent to  the  Federal  Food,  Drug,  and  Cosmetic  Act,  Congress 
has  explicitly  recognized  the  need  for  uniform  requirements. 
Since  the  early  1960’s,  Congress  has  enacted  a series  of  sta- 
tues governing  the  labeling  of  various  consumer  goods  and 
household  items:  the  Wholesome  Meat  Act,  which  amended  the 

Federal  Meat  Inspection  Act,  21  U.S.C.  § 601  et  seq. ; the 
Flammable  Fabrics  Act,  15  U.S.C.  § 1191  et  seq. ; the  Federal 
Hazardous  Substances  Act,  15  U.S.C.  § 1261  et  seq. ; the  Fair 
Packaging  and  Labeling  Act,  15  U.S.C.  § 1451  et  seq. ; the  Poi- 
son Prevention  Packaging  Act,  15  U.S.C.  § 1471  et  seq. ; the 
Federal  Cigarette  Labeling  and  Advertising  Act,  15  U.S.C.  § 1331 
et  seq. ; the  Federal  Environmental  Pesticide  Control  Act,  7 
U.S.C.  § 136  et  seq. ; and  the  Medical  Device  Amendments  of 
1976,  Pub.  L.  94-295.  Each  of  these  statutes  has  contained 
an  express  preemption  provision. 

E.  A Preemption  Provision  Should  Be 

Clear  and  Unambiguous 

The  language  of  the  Wholesome  Meat  Act  provides 
a good  model  for  any  drug  preemption  provision,  because  it 
was  recently  and  definitively  interpreted  by  the  Supreme  Court 
in  Jones  v.  Rath  Packing  Co. , 


430  U.S  519  (1977).  That  Act 
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preempts  state  requirements  "in  addition  to,  or  different 

43  / 

than,"  those  established  under  the  Act. — x A portion  of  the 
preemption  provision  included  in  the  Medical  Device  Amendments 
of  1976  was  similarly  worded. 

A preemption  provision  like  that  included  in  the 
Wholesome  Meat  Act,  moreover,  represents  good  public  policy. 

When  the  federal  government  has  enacted  a comprehensive  regu- 
latory system  (like  that  which  it  has  established  for  nonpre- 
scription drugs),  the  failure  to  impose  a particular  require-  * 
ment  is  more  often  than  not  the  result  of  a conscious  adminis- 
trative decision.  FDA’s  determination  that  a warning  statement 
is  not  required,  or  that  a drug  need  not  be  restricted  to  sale 
by  pharmacists  on  a physician's  prescription,  is  as  much 
entitled  to  respect  as  its  decision  to  impose  an  affirmative 
requirement. 

Although  the  meaning  of  preemption  language  like 
that  included  in  the  Wholesome  Meat  Act  seems  plain,  recent 
experience  with  FDA's  implementation  of  the  Medical  Device 
Amendments  suggests  that  any  enactment  should  be  accompanied 
by  a clear  expression  of  legislative  intent.  In  a 1978  Federal 
Register  notice  relating  to  a state's  request  for  a waiver  of 
federal  preemption  with  respect  to  certain  medical  devices, 

FDA  took  the  position  that  a state  requirement  was  not  preempted 
by  federal  law  if  FDA  had  not  yet  issued  regulations  specifically 
applicable  to  those  devices.^/  FDA's  position  is  clearly  in- 
consistent with  the  statute,  because  the  state  requirement 
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would  be  "in  addition  to"  federal  requirements  even  if  none 
had  been  adopted,  and  it  fails  to  comport  with  the  broad  and 
literal  interpretation  accorded  to  the  similar  language  of  the 
Wholesome  Meat  Act  in  the  Rath  Packing  case.  Nonetheless,  if 
Congress  enacts  a preemption  provision  of  this  kind  with  re- 
spect to  drugs,  it  should  make  clear  to  FDA  that  it  means  what 
it  says. 

A special  problem  created  by  the  language  of  the 
Medical  Device  Amendments  should  also  be  avoided  in  any  enact- 
ment governing  drugs.  The  device  legislation  permits  the  Sec- 
retary of  HEW  to  waive  federal  preemption  upon  an  application 
from  a state  which  shows  that  a special  state  regulation  is 
required  by  compelling  local  conditions  or  is  more  stringent 
than  the  requirements  of  federal  law  and  will  not  conflict 
with  federal  requirements.  The  legislative  history  of  the 
amendments  suggests  that  Congress  intended  a state  to  meet 
both  tests  in  order  to  obtain  a waiver.  But  use  of  the  dis- 
junctive "or"  technically  makes  it  possible  for  a state  to 
enact  "more  stringent"  requirements  that  differ  from  federal 
law  even  though  there  is  no  compelling  reason  for  a local 
variation.  Such  a provision  does  not  serve  the  interest  of 
national  uniformity  that  a preemption  provision  is  designed 
to  promote.  If  any  waiver  is  permitted  under  a preemption 
provision  for  drugs,  it  should  be  conditional  on  a showing 
that  special  requirements  are  necessary  to  meet  a compelling 


local  need. 
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Conclusion 

The  nationwide  availability  of  both  prescription 
and  nonprescription  medicines  depends  in  large  measure  on  uni- 
form requirements  for  their  manufacture,  labeling,  packaging, 
distribution,  safety,  and  effectiveness.  Congress  should  act 
to  preempt  state  or  local  laws  that  defeat  uniformity  and  dis- 
rupt national  commerce  in  drugs.  Federal  regulations  establish 
a comprehensive  system  that  is  fully  adequate  to  protect  the 
interests  of  consumers . Any  new  requirements  that  are  thought 
necessary  should  be  adopted  as  part  of  that  federal  system, 
and  not  through  a patchwork  q f individual  state  statutes  and 
regulations . 
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Senator  Kennedy,  Senator  Schweiker,  & Members  of  the  Subcommittee: 

My  name  is  Dr.  August  Watanabe.  I am  Professor  of  Medicine  and 
Pharmacology,  Indiana  University  School  of  Medicine.  I am  also 
the  Chairman  of  the  American  Heart  Association/American  College  of 
Cardiology  Joint  Advisory  Committee  on  Cardiovascular  Drugs,  and  I 
offer  these  comments  on  behalf  of  the  AHA  and  the  ACC. 

Both  of  these  organizations  represent  thousands  of  physicians, 
health  professionals,  scientists,  and  educators  who  specialize  in 
diseases  of  the  heart  and  circulatory  system  and  related  disorders. 
In  addition  the  American  Heart  Association  represents  over  110,000 
volunteers  who  are  consumer  advocates  for  the  cardiovascular  patient. 
In  major  part,  the  interests  and  perspectives  of  these  two  organi- 
zations are  those  of  scientists  and  practitioners  who  study  and 
analyze  cardiovascular  drugs  and  devices  and  treat  patients  with 
cardiovascular  disease  on  a day  to  day  basis. 

Two  weeks  ago.  Dr.  Leonard  S.  Dreifus,  testified  for  the  AHA 
and  the  ACC  before  this  Subcommittee  on  "The  Drug  Regulation  Reform 
Act  of  1979"  (S.1075).  At  that  time,  he  emphasized  that  in  general 
the  College  and  the  Association  support  S.1075  because  we  believe 
that  it  will  enhance  the  availability  of  safe  and  effective  cardio- 
vascular drugs  for  treatment  of  patients  with  heart  disease.  I 
would  like  today  to  offer  our  support  as  well  for  S.1138,  "The  Drug 
Regulation  Improvement  Act",  introduced  by  Senator  Schweiker.  This 


805 


legislation  embodies  the  potential  to  streamline  the  new  drug 
application  (NDA)  approval  process,  stimulate  pharmacological 
research,  and  augment  the  accountability  of  the  Food  and  Drug 
Administration  for  the  decisions  it  makes  regarding  the  safety  and 
effectiveness  of  drugs. 

This  important  legislation  is  not  in  any  way  inconsistent 
with  S.1075.  It  complements  S.1075  in  that  it  would  effectuate 
necessary  reforms  in  the  early  drug  research  stages  while  S.1075 
deals  with  the  later  phases  of  drug  development,  and  post  market- 
ing distribution  and  the  delivery  of  patient  care.  Rarely  does 
Congress  substantially  and  substantively  revise  the  Federal  Food 
Drug  and  Cosmetic  Act;  it  has  done  so  only  three  times  in  this 
century.  Accordingly,  we  believe  that  most  sections  of  both  bills 
should  be  approved  and  should  be  incorporated  into  one  legislative 
measure . 

We  offer  the  following  specific  comments  regarding  S1138, 

The  Drug  Regulation  Improvement  Act: 

Section  2 provides  for  the  greater  use  of  detailed  compre- 
hensive summaries  of  drug  data  as  a basis  for  FDA  drug  approval 
decisions.  Provided  that  the  Secretary  is  afforded  access  to 
full  drug  study  data  reports  if  necessary,  we  support  this  concept. 
It  would  expedite  the  drug  approval  process  by  permitting  the 
agency  to  forego  extensive  examination  of  multitudinous  volumes 
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of  individual  case  reports.  Moreover,  it  would  likely  aid  in 
preserving  the  confidentiality  of  our  patients'  medical  records. 

Section  3 of  the  legislation  would  accomplish  other  significant 
objectives.  It  further  delineates  FDA's  responsibility  to  review 
NDAs  within  a limited  period  of  time.  While  we  question  whether 
the  Agency  could  meet  the  bill's  mandate  that  NDA  review  be  com- 
pleted within  180  days,  we  approve  of  the  provisions  of  this 
section  which  would  enable  the  applicant  to  meet  [with  the  FDA 
officials  who  review  NDA  applications,  ther^by_pr)oviding  a forum 
for  discussion,  debate  and  negotiation  between  the  sponsor  and  the 
agency . 

More  importantly,  the  bill  authorizes  the  drug  sponsor  to 
obtain  an  independent  review  by  pertinent  FDA  advisory  committees 
regarding  any  questions  which  relate  to  the  approvability  of  a 
drug.  We  support  this  provision,  even  though  we  recognize  that  an 
advisory  committee's  determinations  are  not  binding  on  the  Agency. 
However,  we  would  expect  that  the  Agency  will  give  due  deference 
to  advisory  committee  determinations. 

As  we  noted  in  our  testimony  on  S.1075,  we  believe  that 
advisory  committees  play  an  essential  role  in  the  drug  regulatory 
process.  Section  3 of  the  legislation  provides  for  the  repre- 
sentation of  "representatives  of  consumer  and  health  care  provider 
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interests  and  scientific  experts  ..."  The  AKA  and  the  ACC  would 
emphasize  that  the  issues  that  relate  to  theapprovability  of  new 
drug  applications  (i.e.  whether  there  is  substantial  evidence  of 
safety  and  effectiveness)  are  primarily  of  a scientific  and 
technical  nature.  Accordingly,  we  believe  that  the  great  pre- 
dominance of  members  of  these  committees  should  be  qualified 
scientists . 

Section  4 of  the  Drug  Regulation  Improvement  Act  authorizes 
the  Secretary  to  establish  abbreviated  application  procedures 
for  drugs  for  which  an  application  has  been  approved  for  at  least 
five  years.  We  endorse  this  section  of  the  bill  provided  that  we 
can  be  assured  that  the  regulations  promulgated  thereunder  will 
actually  insure  that  drugs  for  which  abbreviated  applications  are 
approved  meet  appropriate  standards  of  identity,  strength,  quality, 
purity,  stability,  and  bioavailability. 

The  AHA  and  ACC  believe  that  the  most  exciting  portion  of 
S.1138  is  Section  5,  which  would,  to  a certain  extent,  deregulate 
the  early  stages  of  drug  research.  As  you.  Senator  Schweiker, 
emphasized  in  the  introductory  remarks  to  S.1075,  only  about  10% 
of  drugs  tested  in  early  phases  are  further  studied  for  purposes 
of  obtaining  FDA  approval.  The  Federal  Government  must,  at  least 
with  regard  to  cardiovascular  drugs,  take  steps  to  encourage  drug 
investigation,  or  at  the  very  least  to  eliminate  the  current 
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regulatory  disincentives  to  initiating  this  preliminary  stage 
of  research.  The  concept  embodied  in  the  bill  is  sound.  Drug 
developers  would  be  subject  to  FDA's  scrutiny  only  to  the  extent 
necessary  to  insure  the  health  and  safety  of  human  research  sub- 
jects. The  bill  would  also  afford  the  developer  the  option  of 
having  the  FDA  or  the  institution  within  which  the  study  is  con- 
ducted assume  the  task  of  reviewing  these  studies. 

We  agree  in  principle  with  this  bill's  attempt  to  deregulate 
and  simplify  the  preliminary  stages  of  drug  research.  We  have 
several  concerns  however,  because  we  are  not  certain  about  how 
this  legislation  would  be  implemented  by  FDA  in  the  form  of  regu- 
lations. Will  institutional  review  boards  be  the  mechanism  through 
which  early  phases  of  drug  research  would  be  reviewed?  Given  the 
fact  that  most  institutional  review  boards  are  already  overburdened 
in  meeting  the  multitude  of  responsibilities  inherent  in  insuring 
the  conduct  of  all  research  in  a manner  which  is  ethical  and  pro- 
tective of  human  subjects,  with  what  additional  resources  would 
institutional  review  boards  be  able  to  perform  the  additional 
review  functions  proposed  by  the  Act?  Would  the  rules  establishing 
criteria  for  authorizing  institutions  the  right  to  grant  "regis- 
trations" be  similar  to  those  recently  proposed  by  FDA  for  IRBs 
or  would  a rigorous  licensing  mechanism  be  established?  The 


Association  and  the  College  look  forward  to  addressing  these  and 
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and  a plethora  of  other  issues  as  this  important  legislation 
is  implemented  in  the  coming  years. 

S.1138,  like  the  "Drug  Regulation  Reform  Act"  (S.1075), 
embodies  the  potential  to  favorably  impact  upon  the  course  of 
drug  development  for  the  rest  of  this  century.  The  AHA  and  the 
ACC  endorse  these  bills,  subject  to  the  specific  recommendations 
made  in  both  of  our  formal  statements.  As  noted  above,  we  believe 
that  both  bills  should  be  incorporated  into  one  and  expeditiously 
enacted  into  law  as  a necessary  means  of  assuring  the  continued 
and  enhanced  availability  of  cardiovascular  drugs  to  the  citizens 
of  the  United  States. 

Thank  you  for  providing  the  AHA  and  ACC  the  opportunity  of 
presenting  these  views. 
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STATEMENT  OF  THE  AMERICAN  HOSPITAL  ASSOCIATION 
TO  THE  SUBCOMMITTEE  ON  HEALTH  AND  SCIENTIFIC  RESEARCH 
OF  THE  SENATE  LABOR  AND  HUMAN  RESOURCES  COMMITTEE 
ON  S . 1045 , S.1075  AND  S.1138, 

DRUG  REGULATION  REFORM  ACTS 

June  1,  1979 

The  American  Hospital  Association,  which  represents  over  6,100  member  hospitals  and  other 
health  care  institutions,  as  well  as  more  than  27,000  personal  members,  appreciates  this 
opportunity  to  present  its  views  on  drug  regulation  legislation  now  before  the  Subcommittee. 
The  existence  of  a safe  and  effective  system  of  prescription  drug  regulation  is  of  great 
importance  to  the  nation's  hospitals  and  the  patients  they  serve. 

S.1045,  the  Drug  Regulation  Reform  Act  of  1979,  is  identical  to  S.2755,  the  Drug  Regulation 
Reform  Act  of  1978,  which  was  the  subject  of  extensive  hearings  before  this  Subcommittee 
last  year.  Since  the  AHA  offered  comments  at  that  time,  we  will  limit  the  following  com- 
ments to  the  provisions  of  S.1075,  introduced  by  Sen.  Kennedy,  and  S.1138,  introduced  by 
Sen.  Schweiker. 

Unlike  S.1045,  which  would  replace  the  existing  drug  regulation  system  with  a substantially 
different  system,  S.1075  and  S.1138  propose  merely  to  revise  existing  laws  and  regulations. 
We  support  the  intent  of  these  more  moderate  proposals  and  believe  that  they  represent  a 
more  reasonable  and  balanced  approach  to  improving  drug  regulation.  Our  specific  comments 


on  each  bill  follow. 
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S.1138,  The  Drug  Regulation  Improvement  Act  of  1979 

In  his  remarks  accompanying  the  introduction  of  S.1138,  Sen.  Schweiker  stated  that  the 
bill  "focuses  specifically  on  the  need  to  encourage  innovative  research  and  expedite 
the  drug  approval  process."  Although  the  proposal  does  not  include  any  provisions  which 
would  affect  hospitals  directly,  we  wish  to  express  our  support  for  the  deregulation  of 
certain  parts  of  the  early  stages  of  drug  research  while  protecting  public  health  and 
safety.  Since  this  careful  modification  would  result  in  a faster,  more  efficient  approval 
process,  hospital  patients  would  be  able  to  benefit  more  quickly  from  safe  and  effective 
new  drugs. 

S.1075,  The  Drug  Regulation  Reform  Act  of  197? 

While  S.1075  is  more  extensive  than  S.1138,  it  is  less  comprehensive  than  the  Administra- 
tion's proposal.  We  believe  that  the  bill  would,  in  general,  bring  about  a logical 
revision  of  the  Food,  Drug,  and  Cosmetic  Act.  The  bill's  goals  are  laudable,  and  its  pro- 
visions would  affect  only  selected  sections  of  current  law. 

Section  504,  which  deals  with  patient  information  labeling,  is  the  section  of  the  bill 
which  would  have  the  greatest  impact  on  hospitals.  Unlike  S.1045,  which  would  require 
the  distribution  of  patient  package  inserts  (PPIs)  with  every  prescription  drug,  regardless 
of  the  setting  or  circumstances  of  administration,  S.1075  recognizes  some  important 
complexities  and  distinctions.  In  Section  504 (A) (4) (13) , S.1075  provides  that  information 
labeling  "may,  in  the  case  of  a prescription  drug  dispensed  for  use  in  a hospital  or  other 
health  or  residential  care  facility,  be  provided  to  the  patient  in  a format  described  in 
regulations  of  the  Secretary."  While  we  are  pleased  at  this  recognition  of  some  of  the 
concerns  raised  by  hospitals  in  the  past,  we  are  still  concerned  about  inherent  problems 
in  implementing  any  regulations  requiring  PPIs  in  hospitals . 

We  believe  that  the  issue  of  possible  use  of  PPIs  in  hospitals  must  be  examined  in  the 
context  of  the  Association's  commitment  to  patient  education  and  our  specific  activities 
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.:nd  experience  in  this  area,  as  described  below.  The  value  of  PPIs  in  the  inpatient 
■etting  and  the  costs  and  disadvantages  of  their  use  must  also  be  addressed. 

It  ha.*,  long  been  the  position  of  the  American  Hospital  Association  that  "health  education 
is  an  integral  part  of  high  quality  health  care."  In  a document  entitled  Health  Education: 
Hole  and  Responsibility  of  Health  Care  Institutions,  from  which  the  preceding  statement  is 
quoted;  in  the  AHA's  Patient's  Bill  of  Rights;  and  in  our  Statement  of  Provision  of  Health 
Services , we  have  stressed  the  value  of  education  in  helping  individuals  to  assume  and 
exercise  as  fully  as  possible  their  rights  and  responsibilities  to  protect  their  own 
health.  Our  emphasis  on  health  education  has  resulted  in  a variety  of  programs  designed 
to  promote  educational  activities  in  hospitals. 

The  AHA  has  recently  created  The  Center  for  Health  Promotion  as  the  organizational  unit 
which  initiates  and  coordinates  our  efforts  in  health  education.  Recent  activities  of 
the  Center  include  the  provision  of  consultation,  model  programs,  and  information  and 
resources  to  assist  hospitals  in  developing  coordinated  patient  education  programs  which 
emphasize  the  need  for  adherence  to  prescribed  regimens  and  follow-up  care.  Through  a 
contract  with  HEW's  Bureau  of  Health  Education,  AHA  is  currently  conducting  54  patient 
education  workshops  around  the  country.  These  include  the  participation  of  various 
voluntary  agencies  and  allied  hospital  associations.  An  important  component  of  each 
workshop  is  medication  teaching  assistance. 

AHA  surveys  show  that  2,916  community  hospitals  now  conduct  organized  inpatient  education 
programs  coordinated  by  health  professionals.  These  programs,  which  focus  on  a variety  of 
illnesses  and  conditions,  all  include  instruction  about  medication  therapy.  In  addition, 
the  number  of  hospitals  which  have  created  separate  departments  of  health  education  has 
doubled  in  the  last  three  years  to  a total  of  over  2,000  institutions.  Of  specific  value 
to  drug-related  education  is  the  recently  completed  Medication  Teaching  Manual,  A Guide 


for  Patient  Counseling,  created  in  cooperation  with  the  American  Society  of  Hospital 
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Pharmacists,  to  provide  information  to  patient  educators  about  the  200  drugs  most  commonly 
administered  in  hospitals.  The  information  presented  is  clear  and  specific  and  relates 
to  drug  usage  and  effects. 

The  primary  value  of  PPIs,  in  our  view,  is  to  educate  and  inform  the  ambulatory  patient  in 
the  self-administration  of  drugs  in  a setting  which  does  not  offer  the  supervision  or 
guidance  of  health  professionals.  In  the  absence  of  a health  professional  to  administer 
drugs,  and  to  advise  patients  about  the  use,  effects,  and  possible  side  effects  of  drugs, 
PPIs  can  provide  a variety  of  valuable  information  to  the  otherwise  uninformed  patient. 

The  advantages  of  PPIs  in  the  hospital  setting,  however,  are  reduced  or  obviated  by  the 
availability  of  educational  programs,  individual  counseling,  and  supervision  by  health 
professionals.  In  addition,  the  hospital  setting  provides  professional  and  clinical 
resources  for  assessing  the  immediate,  and  sometimes  long-term,  reactions  to  prescription 
drugs  so  that  changes  in  dosage  or  frequency  of  use  may  be  made  in  accordance  with  empirical 
evidence  and  patient  needs. 

The  direct  disadvantages  and  costs  of  the  use  of  PPIs  in  the  hospital  setting  must  also  be 
analyzed.  Even  if  only  initial  or  periodic  distribution  of  PPIs  were  to  be  required,  the 
administrative  and  financial  burdens  would  be  considerable.  The  variety  of  drug  distribu- 
tion systems  in  hospitals  (e.g.,  unit  dosage  systems,  prescription  order  systems,  and 
floor  stock  systems)  preclude  a single,  coordinated  PPI  system.  Questions  related  to 
storage,  manpower,  and  record  keeping  as  cost  factors  attendant  to  a PPI  distribution 
system  in  the  hospital  setting  have  not  been  adequately  addressed. 

Further,  the  implementation  of  a potentially  expensive  and  cumbersome  system  in  a setting 
where  the  needs  and  advantages  of  PPIs  may  be  small,  or  nonexistent,  would  be  inconsis- 
tent with  current  efforts  to  reduce  costs  and  regulatory  burdens  to  hospitals. 
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In  consideration  of  the  distinctions  between  the  inpatient  and  outpatient  settings,  the 
differing  needs  and  existing  informational  resources  of  inpatients  and  outpatients,  and 
the  projected  costs  and  administrative  burdens,  we  urge  the  Subcommittee  to  exempt  acute 
care  hospitals  from  any  legislation  or  future  regulation  which  would  require  the  distribu- 
tion of  PPIs. 

We  appreciate  the  opportunity  to  present  our  views.  We  would  be  happy  to  discuss  these 
issues  and  any  possible  solutions  with  the  Subcommittee  and  its  staff  and  would,  of  course, 
be  pleased  to  provide  any  additional  information  required. 
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Honorable  Edward  M.  Kennedy 
Chairman,  Subcommittee  on  Health 
and  Scientific  Research 
United  States  Senate 
4220  Dirksen  Senate  Office  Building 
Washington,  D.C.  20510 

Dear  Senator  Kennedy: 

In  accordance  with  Dr.  William  M.  Heller's  letter  of  May  9, 
1979,  enclosed  are  comments  on  Senate  Bills,  S.1075,  S.1045, 
and  S.1138. 

As  regards  S.1045,  even  with  the  year  long  opportunity  to 
reconsider  our  comments  on  H.R. 11611  and  S.2755  we  have  no  additions 
or  deletions  to  our  previous  testimony  and  respectfully  request 
that  our  comments  be  reconsidered  by  the  Subcommittee  in  its  de- 
liberations regarding  S.1045.  A copy  of  our  comments  relating  to 
the  specific  sections  of  the  Bill  is  attached. 

The  provisions  of  S.1138  do  not  seem  to  impact  upon  the 
compendial  standardization  process  and  we  have  no  comments  to 
proffer  at  this  time. 

We  believe  S.1075  makes  significant  improvements  in  the 
control  of  drug  product  quality.  In  particular,  we  believe  the 
replacement  of  certification  based  on  an  arbitrary  classification 
of  products  (i.e.  insulin  and  antibiotics)  with  the  imposition  of 
certification  requirements  when  there  is  a demonstrated  need  for 
it,  is  a step  long  overdue. 

We  would  also  request  that  consideration  be  given  to  includ- 
ing the  official  compendia  among  those  organizations  listed  in 
section  504 (i) (2) (B)  to  whom  prescription  drugs  may  be  given 
without  charge.  As  part  of  our  standardization  activities,  we 
often  request  firms  to  supply  samples  of  their  products  for 
analysis  and  testing.  In  addition,  many  firms  currently  provide 
chemicals  at  no  charge  as  a service  to  the  scientific  community 
which,  after  appropriate  testing  and  characterization,  are  made 
available  as  USP  Reference  Standard  materials.  While  it  does  not 
seem  that  the  provisions  of  section  504(i)(2)  are  applicable  to 
the  latter  situation  we  are  fearful  that  some  firms  may  be  re- 
luctant to  continue  to  provide  this  free  service  for  fear  of 
possibly  violating  the  law. 

As  regards  the  provision  of  information  to  patients  about 
their  prescription  drugs,  the  USPC  continues  to  believe  that 
better  patient  care  can  be  attained  and  the  task  of  providing 


The  United  States  Pharmacopeial  Convention  comprises  representatives  from  colleges  and  national  and  state  organizations  of  medicine  and  pharmacy. 
It  publishes  the  U.  S.  Pharmacopeia  and  the  National  Formulary,  the  legally  recognized  compendia  of  standards  for  drugs. 
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the  information  can  be  accomplished  more  efficiently,  expeditiously, 
at  the  least  cost  to  the  government,  and  with  greater  professional 
acceptance  by  the  institution  of  a system  utilizing  the  official  com- 
pendia. Before  the  end  of  this  year  the  USP  Convention  will  have 
published  lay  language  drug  use  information  for  approximately  3,000 
dosage  forms.  In  addition  to  the  basic  book,  selected  parts  of  the 
information  are  being  developed  in  several  alternative  forms  for 
distribution  and  use  by  health  professionals.  We  are  enclosing  a 
sample  prototype  of  this  information  which  is  currently  being  utilized 
in  an  organized  feedback  arrangement  by  pharmacists  in  Massachusetts, 
Maine,  and  New  Mexico  in  several  different  practice  settings.  We  have 
proposed  an  amendment  to  section  504  of  S.1075  which  we  believe  would 
accomplish  your  goals  in  making  increased  information  available  to  the 
American  public. 

Aside  from  the  three  points  mentioned  above  most  of  our  suggestions 
are  technical  in  nature  and  I believe  adequately  explained  in  the  in- 
dividual comments  enclosed. 

We  again  thank  you  for  this  opportunity  to  comment  and  offer  our 
services  to  be  of  assistance  to  you  should  the  need  arise. 


Sincerely  yours. 


Joseph  G.  Valentino,  J.D. 
Executive  Associate 


JGVrlsh 


Enc. 
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COMMENTS  ON  S.1075 

THE  DRUG  REGULATION  REFORM  ACT  OF  1979 


Section  108  amending  Section  501(b) 


Section  501(b)  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  should  be  amended 
to  read  as  follows: 

"(b)  If  it  purports  to  be  or  is  represented  as  a drug  the  name  of 
which  is  recognized  in  an  official  compendium,  and  its  strength  differs 
from,  or  it  fails  in  terms  of  identity,  strength,  quality,  purity,  stability, 
or  bioavailability  to  meet,  the  standards  or  specifications  set  forth  in  such 
compendium.  Such  determinations  as  to  identity,  strength,  quality,  purity, 
stability,  or  bioavailability  shall  be  made  in  accordance  with  the  specifi- 
cations, tests  or  methods  of  assay  set  forth  in  such  compendium.  Whenever 
standards  or  specifications  of  identity,  strength,  quality,  purity,  stability, 
or  bioavailability,  or  tests  or  methods  of  assay,  have  not  been  prescribed  in 
such  compendium,  or  such  standards  or  specifications,  tests,  or  methods  of 
assay  as  are  prescribed  are,  in  the  judgment  of  the  Secretary,  insufficient, 
the  Secretary  shall  bring  such  fact  to  the  attention  of  the  appropriate  body 
charged  with  the  revision  of  such  compendium,  and  if  such  body  fails  within  a 
reasonable  time  to  prescribe  standards,  specifications,  tests  or  methods  of 
assay  which,  in  the  judgment  of  the  Secretary,  are  sufficient,  then  the 
Secretary  shall  promulgate  regulations  prescribing  appropriate  standards, 
specifications,  tests,  or  methods  of  assay.  A drug  shall  be  deemed  to  be 
adulterated  if  its  identity  or  strength  differs  from,  or  it  fails  in  terms  of 
quality,  purity,  stability,  or  bioavailability  to  meet,  standards  or  specifi- 
cations set  forth  in  any  regulations  promulgated  by  the  Secretary  under  this 
subsection,  or  if  tests  or  methods  of  assay  set  forth  in  any  regulations 
promulgated  by  the  Secretary  under  this  subsection  were  not  used.  Whenever 
a drug  is  recognized  in  both  the  United  States  Pharmacopeia  and  the  Homeopathic 
Pharmacopeia  of  the  United  States  it  shall  be  subject  to  the  requirements 
of  the  United  States  Pharmacopeia  unless  it  is  labeled  and  offered  for  sale 
as  a homeopathic  drug,  in  which  case  it  shall  be  subject  to  the  provisions 
of  the  Homeopathic  Pharmacopeia  of  the  United  States  and  not  to  those  of  the 
United  States  Pharmacopeia." 

Comment: 

The  identity  of  a drug  entity  or  drug  product  is  not  always  determined 
by  tests  or  methods  of  assay  but  must  be  "specified".  For  example,  insulin 
is  defined  as  a solution  of  the  "active  principle  of  the  pancreas  that 
affects  the  metabolism  of  glucose";  heparin  sodium,  as  being  from  "domestic 
mammals  used  for  food  by  man";  coal  tar,  as  the  "tar  obtained  as  a by-product 
during  the  destructive  distillation  of  bituminous  coal";  belladonna  leaf, 
as  the  "dried  leaf  and  flowering  or  fruiting  top  of  atropa  belladonna  Linne 
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Section  501(b)  - Comments  continued 

or  of  its  variety  acuminata  Royle  ex  Lindley  (Fam.  Solanaceae) There 
are  no  methods  of  assay  which  will  prove  they  are  derived  from  these  sources. 
If  different  sources  are  utilized,  no  one  can  be  sure  of  what  the  differences 
might  be  in  the  resulting  mixture  of  active  and  inactive  principles.  There- 
fore, it  is  necessary  to  specify  the  source  and  prescribe  the  identity. 

This  is  consistent  with  current  law  and  with  regulation  21  CFR  299.5(b). 

(Note:  "identity"  as  a statutory  term  is  different  from  and  must 
not  be  confused  with  the  "identification"  tests  provided  in  most  compendial 
monographs  of  drug  entities  and  components) . 
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Section  113  amending  Section  502 (k)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

Section  502 (k)  should  be  amended  to  read  as  follows: 

"(k)  If  it  is  a drug  from  a batch  with  respect  to  which  a requirement 
has  been  imposed  and  remains  in  effect  under  section  506(e)  unless  the 
batch  is  covered  by  a written  statement  by  the  Secretary  that  it  meets 
all  applicable  standards  and  specifications  of  identity,  strength,  quality, 
purity,  stability,  and  bioavailability." 

Comment : 

This  amendment  is  necessary  to  make  the  section  consistent  with 
the  proposed  modification  to  section  501(b). 


Section  117  providing  a new  section  504(f)  to  the  Federal  Food,  Drug, 
and  Cosmetic  Act. 

Section  504 (f ) (1) 2 (A)  should  be  revised  to  read  as  follows: 

"(2) (A)  The  Secretary  shall,  after  providing  notice  to  interested 
parties  and  affording  an  opportunity  for  an  informal  hearing,  determine 
which  prescription  drugs  that  meet  the  same  standards  or  specifications 
of  identity,  strength,  quality,  purity,  stability,  and  bioavailability 
are  therapeutically  equivalent  or  nonequivalent. 

Comment : 

This  amendment  is  necessary  to  make  the  section  consistent  with 
the  proposed  modification  to  section  501(b) . 


50-972  0-79-52 
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Section  117  providing  a new  Section  504  to  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

1.  It  is  recommended  that  Section  504(a)(2)  be  amended  as  follows: 

"(2)  CONTENTS  OF  INFORMATION  LABELING. - 

(A)  Information  labeling  for  patients  respecting  a drug 
shall  contain  the  information  described  in  subparagraph  (B)  for 
patients  required  by  an  official  compendium,  unless  the  Secretary 
determines  that  such  information  or  any  portion  thereof  is  not 
appropriate  for  a particular  drug.  If  an  official  compendium 
does  not  require  the  information  described  in  subparagraph  (B) 
or  if  the  Secretary  determines  that  the  information  required  for 
patients  is  incomplete  or  inadequate,  the  Secretary  shall  submit 
to  the  compiler  of  the  compendium  his  recommendations  regarding 
the  information  to  be  included.  If  the  compiler  of  the  official 
compendium  does  not,  within  a reasonable  time,  publish  informa- 
tion which  is  deemed  by  the  Secretary  to  be  adequate  or  complete, 
the  Secretary  shall  by  regulation  require  such  information. 

(B)  Information  labeling  for  patients  referred  to  in  sub- 
paragraph  (A)  shall  include: 

" Li-)  (a)  a summary  of  the  benefits  and  risks 
associated  with  the  use  of  such  drug; 

* "Lt)  (b)  adequate  directions  for  use,  including  - 

"(i)  the  purposes  or  indications  for  which 
the  drug  is  intended, 

"(ii)  the  proper  method  of  administration  of 
the  drug, 

"(iii)  precautions  to  be  taken  during  the  use 
of  the  drug,  and  significant  side  effects  and  adverse 
reactions  that  may  result  from  the  use  of  the  drug, 
as  well  as  instructions  for  treating  or  obtaining 
treatment  for  side  effects  and  adverse  reactions,  Hi 

" (iv)  warnings  against  unsafe  use  of  the  drug/,  and 

"Li)  (v)  information  concerning  the  proper 
storage  and  handling  of  the  drug;  and 

"d)  (C)  In  addition  to  the  information  described  in  Sub- 
paragraph  (B)  information  labeling  for  patients  respecting  a 
drug  shall  contain  any  other  information  that  the  Secretary 
determines  necessary  or  useful  to  inform  patients  about  the 
risks  and  benefits  associated  with  use  of  the  drug,  promote 
. the  safe  and  effective  use  of  the  drug,  or  to  protect  the  public 
health  with  respect  to  the  use  of  the  drug. 
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Section  504(a)(2)  Continued 
Comment: 

There  may  be  drugs  on  the  market  for  which  patient  information  may 
not  be  necessary,  and  for  which  exemptions  should  be  granted  by  the  Secre- 
tary via  regulation.  The  proposed  amendment  would  allow  exemptions  to  be 
granted  in  such  instances . 

The  system  proposed  would  also  take  advantage  of  the  Dispensing 
Information  developed  by  the  USP  Convention,  and  is  similar  to  that  recognized 
by  the  Congress  regarding  the  establishment  of  drug  standards.  Patient 
package  inserts  involve  both  federal  labeling  concerns  and  state  control 
of  professional  practice.  The  utilization  of  the  compendia  in  this  manner 
would  take  advantage  of  its  recognition  by  state  governments  in  their 
control  of  professional  practice.  It  would  allow  the  development  of  a co- 
ordinated system  which  would  take  advantage  of  the  consultative  role  of  the 
physician,  pharmacist,  and  other  health  professionals  and  not  rely  solely 
on  the  provision  to  patients  of  printed  information.  In  addition,  develop- 
ment of  the  information  by  a recognized  neutral  body  could  be  accomplished 
with  little  or  no  cost  to  the  government. 

2.  Section  504 (i) (2) (B)  should  be  amended  to  include: 

"VII  to  the  compilers  of  the  official  compendia  for  analytical  or 
testing  purposes  or  for  the  development  of  reference  materials." 

Comment: 

Manufacturers  often  provide  samples  of  their  product  to  the  compilers 
of  the  official  compendia  at  no  charge  for  testing,  validation  and  analytical 
purposes.  This  aids  in  the  development  of  public  standards.  In  addition, 
chemicals  or  materials  are  often  provided  at  no  charge  as  a service  to  the 
scientific  community  which  are  then  standardized  or  characterized  by  the 
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Section  504(i)(2)(B)  - Comments  continued 

compendia  and  made  available  as  USP  Reference  Standards  materials.  Thes^ 
are  utilized  by  manufacturers,  researchers,  and  governmental  authorities 
in  the  performance  of  official  tests  and  methods  of  assay. 

These  materials  are  necessary  in  order  to  perform  the  analyses 
required  by  section  501(b).  While  it  does  not  seem  that  the  provisions 
of  section  504(i)(2)  are  applicable  to  this  situation,  we  are  concerned 
that  some  firms  may  be  reluctant  to  continue  to  provide  this  service  for 
fear  of  possibly  violating  the  law.  The  proposed  amendment  should  resolve 
any  doubt  that  this  is  no  longer  permissible. 
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Section  128  amending  Section  506  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act. 

Revise  Section  506(e)  as  follows: 

"(e)(1)  In  accordance  with  the  procedure  described  in  subsection  (a) 
and  the  provisions  of  this  subsection,  the  Secretary  shall  impose  a re- 
quirement that,  before  distributing  each  batch  of  a drug,  each  manufacturer 
of  the  drug  shall  secure  from  the  Secretary  a written  statement  that  the 
batch  meets  all  applicable  standards  or  specifications  of  identity,  strength, 
quality,  purity,  stability,  and  bioavailability. 

"(2)  The  Secretary  shall  impose  a requirement  under  paragraph  (1)  if 
the  Secretary  determines  that  - 

"(A)  there  is  reason  to  believe  that  one  or  more  individual 
batches  of  the  drug  will  not  meet  one  or  more  applicable  standards 
or  specifications  of  identity,  strength,  quality,  purity,  stability, 
or  bioavailabilty  as  described  in  section  501(b);  and 

" (B)  failure  of  a batch  of  the  drug  to  meet  one  or  more  of  such 
standards  or  specifications  poses  a risk  of  illness  or  injury  to 
patients,  either  from  adverse  effects  or  as  a result  of  lack  of 
effectiveness. 

"(3)  In  imposing  a requirement  under  paragraph  (1),  the  Secretary 
shall  describe  the  specific  tests,  methods  of  assay,  and  procedures  the 
Secretary  shall  use  in  deciding  whether  batches  of  the  drug  meet  the 
applicable  standards  or  specifications  of  identity,  strength,  quality, 
purity,  stability,  and  bioavailability. 

"(4)  Any  requirement  imposed  under  paragraph  (1)  shall  expire  at  any 
time  designated  by  the  Commissioner,  or  three  years  after  its  effective  date, 
whichever  first  occurs.  At  a reasonable  time  prior  to  the  expiration  of  such 
requirement,  the  Secretary  shall  determine  whether  the  circumstances  which 
justified  the  imposition  of  the  requirement  continue  to  exist;  and  if  the 
Secretary  so  determines,  the  Secretary  shall  reimpose  the  requirement. 

"(5)  Whenever  the  Secretary  determines  that  grounds  exist  to  exempt 
a particular  facility  or  manufacturer,  in  whole  or  in  part,  from  a require- 
ment imposed  under  this  section,  the  Secretary  shall  provide  such  an  exemption." 

Comment: 

This  amendment  is  necessary  to  make  the  section  consistent  with  the 
proposed  modification  to  section  501(b). 
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COMMENTS  ON  S.1045  RELATING  TO  SPECIFIC  SECTIONS 
Definitions 

Section  102  Add  a new  subsection  as  follows: 

The  term  "official  compendium"  means  the  official  United  States  Pharma- 
copeia, the  official  National  Formulary,  or  any  supplement  to  either  of  them. 

or,  an  alternative  wording: 

The  terms  United  States  Pharmacopeia  and  National  Formulary  mean  the 
official  United  States  Pharmacopeia,  the  official  National  Formulary,  or  any 
supplement  to  either  of  them. 

Comment: 

This  subsection  is  based  on  201(j)  of  the  current  act  and  is  very 
important  for  several  reasons. 

(1)  Official  Compendium.  The  term  "official  compendium"  is  also 
utilized  in  the  device  sections  and  animal  drug  provisions  of  the  Act. 

(2)  National  Formulary.  The  National  Formulary  should  be  retained 

as  the  title  of  an  official  compendium.  NF  XIV  currently  contains  approxi- 
mately 1,000  monographs  for  drugs  which  the  new  Act  would  make  unenforce- 
able. Our  current  plans  call  for  retaining  both  titles,  both  the  National 
Formulary  and  the  United  States  Pharmacopeia,  but  both  will  be  printed  in 
one  combined  book  of  standards.  Even  if  the  USPC  decides  to  discontinue 
the  NF  at  a later  time  and  put  all  standards  in  the  Pharmacopeia,  it 
would  have  no  effect  on  the  validity  of  the  proposed  amendment.  In  any 
case,  there  is  no  reason  to  foreclose  all  options  at  this  time. 

(3)  Supplements.  It  is  ext remely  important  that  the  supplements 
to  the  USP  and  NF  be  recognized.  Following  adoption  of  the  1906  Act, 
there  were  legal  questions  raised  on  the  issue  of  whether  standards  adopted 
in  USP  or  NF  later  than  1906  were  enforceable.  This  led  to  the  development 
of  the  definition  of  the  term  official  compendia  in  the  1938  Act.  To 
ensure  that  revised  standards  which  appear  in  supplement  are  enforceable 
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automatically,  this  should  be  spelled  out.  Otherwise  FDA  and  USP  may  be 
unable  to  revise  standards  and  specifications  readily  to  keep  pace  with 
improvements  in  technology.  I'm  sure  FDA  does  not  want  to  have  to  have 
a public  hearing  every  time  a USP  or  NF  standard  is  improved  or  modified. 

(4)  Since  the  Homeopathic  Pharmacopeia  has  its  own  sections  in  the 
revised  law  and  only  the  current  text  and  not  any  supplement  is  recognized, 
it  is  not  necessary  to  include  it  in  the  definitions  of  official  compendium. 
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Revise  Section  115(a)  as  follows: 

REQUIREMENTS  REGARDING  COMPENDIAL  STANDARDS  OF  IDENTITY,  STRENGTH,  QUALITY, 
PURITY,  AND  STABILITY 

Section  115(a)  COMPLIANCE  WITH  COMPENDIAL  STANDARDS.  - If  a drug  entity, 
drug  product,  or  in  the  case  of  a drug  entity  which  is  a combination  of  separate 
drug  entities,  any  such  separate  drug  entity,  is  recognized  in 

an  official  compendium,  such  drug  entity  or  drug  product  shall  have 
the  identity  prescribed  in,  and  shall  not  differ  in  strength  from,  nor 

fail  in  terms  of  quality,  purity,  bioavailability,  or  stability  to  meet  the  stand 
ards  set  forth  in,  such  compendium,  except  as  provided  in  subsection  (b) . 

The  determination  as  to  strength,  quality,  purity,  bioavai lability,  and 

stability  shall  be  made  in  accordance  with  the  tests  or  methods  of  assay  pre- 
scribed in  the  compendium,  except  as  provided  in  subsection  (b) . 

Comment: 

(1)  Identity.  The  "identity”  of  a drug  entity,  drug  product,  etc.  is  not 
always  determined  by  tests  or  methods  of  assay  but  must  sometimes  be  "prescribed" 
For  example,  insulin  is  defined  as  a solution  of  the  "active  principle  of  the 
pancreas  that  affects  the  metabolism  of  glucose";  heparin  sodium,  as  being  from 
"domestic  mammals  used  for  food  by  man'*;  coal  tar,  as  the  "tar  obtained  as  a by- 
product during  the  destructive  distillation  of  bituminous  coal";  belladonna  leaf 
as  the  "dried  leaf  and  flowering  or  fruiting  top  of  atropa  belladonna  Linne  or 
of  its  variety  acuminata  Royle  ex  Lindley  (Fam.  Solanaceae)" . There  are  no 
methods  of  assay  which  will  prove  they  are  derived  from  these  sources.  If  differ 
ent  sources  are  utilized,  no  one  can  be  sure  of  what  the  differences  might  be  in 
the  resulting  mixture  of  active  and  inactive  principles.  Therefore,  it  is  necess 
ary  to  specify  the  source  and  prescribe  the  identity.  This  is  consistent  with 
current  law  and  with  regulation  21  CFR  299.5(b). 

(Note:  "identity"  as  a regulatory  term  is  different  from  and  must  not  be  con- 

fused with  the  "identification"  tests  provided  in  most  compendial  monographs  of 
drug  entities  and  components.) 

(2)  Bioavailability.  Bioavailability  should  be  added  to  make  this  section 
consistent  with  Section  114(b)(2). 
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Comments  (cont’d.) 

As  you  may  be  aware,  USP  and  FDA  are  cooperating  to  establish  dissolution 
standards  in  the  compendial  monographs  of  oral  solid  dosage  forms  so  as  to 
ensure  bioavailability.  USP  should  remain  in  a position  of  being  able  to  adopt 
these  as  rapidly  as  possible.  By  not  listing  bioavailability  here  after  having 
listed  it  in  the  previous  Section  together  with  strength,  purity,  identity,  and 
stability  as  drug  product  characteristics,  a legal  question  may  arise  as  to 
whether  dissolution  requirements  in  the  compendia,  would  be  enforceable. 
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Revise  Section  115(b)  as  follows: 

(b)  ALTERNATIVE  OR  ADDITIONAL  STANDARDS.  - (1)  If  the  Secretary  determines 
that  the  compendial  standards,  t-ests,  or  methods  of  assay  described  in  sub- 
section (a)  are  inadequate  or  incomplete  to  determine  and  assure 

the  identity,  strength,  quality,  purity,  bioavailability,  and  stability  of  the 
drug  entity  or  drug  product,  the  Secretary  shall  transmit  his  recommendations  to 
the  compilers  of  the  official  compendium,  and  if  the  compilers  fail  within  a reas- 
onable time  to  prescribe  tests  or  methods  of  assay  which  in  the  judgment  of  the 
Secretary  are  adequate  or  complete,  the  Secretary  shall  prescribe  alternative  or 
additional  standards  or  tests  or  methods  of  assay  to  those  in  subsection  (a) . 


Comments: 

- (1)  Inappropriate  standard.  We  know  of  no  standard  or  test  or  method  of 

assay  which  could  not  be  deemed  "inappropriate",  since  that  is  not  a scientific 
criterion.  The  purpose  of  having  an  independent  scientific  body  is  to  have  it 
make  scientific  judgments.  If  our  nation's  scientists  can  be  "second-guessed" 
and  overruled  anytime  a test  is  deemed  "inappropriate",  USP  will  not  be  able  to 
attract  and  retain  the  scientific  expertise  necessary  to  make  its  judgments. 

If  a standard  or  test  is  inadequate  or  incomplete,  USP  should  welcome 
suggestions  and  data  for  improvements.  But  according  to  the  section  as  written, 
an  entirely  adequate  and  complete  monograph  could  be  overruled  because  some 
person  within  FDA  belongs  to  a certain  school  of  thought  and  prefers  one  type 
of  test  over  another,  or  even  simply  a different  way  of  writing  essentially  the 
same  standard  or  test. 

(2)  Due  notice.  Current  law  requires  that  FDA  give  USP  notice  if  there 
is  an  inadequacy.  This  system  has  worked  well  and.  the  authority  has  never  had 
to  be  invoked..  We  believe  that  such  a system  is  even  more  important  under  the 
proposed  FDA  monograph  system.  Imagine  the  confusion  if  FDA  determined  that  a 
USP  method  was  inadequate,  simply  published  a different  method  itself,  then  USP 
later  adopted  a method  superior  to  the  method  adopted  by  FDA.  This  would  be  too 
likely  to  lead  to  gamesmanship  and  confusion.  It  is  essential  that  USP  and  FDA 

agree  that  the  official  compendium  is  the  basic  working  document  and  every  effort 
made  to  see  that  an  FDA-desired  change  is  made  through  the  compendial  revision 

process  rather  than  by  a Federal  Register  by-pass. 

We  believe  that  in  the  interests  of  cooperation,  courtesy,  and  due  process 
that  the  USP  Committee  of  Revision  be  given  notice  of  an  inadequacy  or  deficiency. 
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Revise  Section  115(b)(2)  as  follows: 

(2)  In  approving  applications  for  licenses  under  subpart  4,  the  Secretary 
may  permit  use  of  standards,  tests,  or  methods  of  assay  that  differ  from,  but 
are  adequate  and  appropriate  as  alternatives  to,  or  have  a sensitivity  equal  to 
or  greater  than,  those  prescribed  in  subsection  (a)  or  (b)  (1)  as  the  basis  for 
determining  and  assuring  the  identity,  strength,  quality,  purity,  bioavailability 
or  stability  of  the  drug  product,  or  the  drug  entity  contained  in  the  product 
(or  the  separate  drug  entities  contained  in  the  drug  entity).  If  a drug  entity, 
drug  product,  or  separate  drug  entity  contained  in  the  drug  entity,  differs  from 
the  standards  of  strength,  quality,  purity, ~bioavailability , or  stability  require: 
under  subsection  (a)  or  (b)  (1)  , the  identification  labeling  shall  contain  a state- 
ment indicating  the  difference  in  strength,  quality,  purity,  bioavailability,  or 
stability. 

Comments: 

Purchasers  of  a drug  entity  or  drug  product  are  entitled  to  assume  that  the 
article  complies  with  applicable  standards  unless  the  label  indicates  otherwise. 
Without  such  a system  a purchaser  can  never  be  assured  of  how  the  product  he  is 
purchasing  differs  from  other  products_of  the  same  name.  This  would  eventually 
result  in  total  confusion.  The  proposed  amendment  is  consistent  with  the  current 
act.  We  believe  industry  would  favor  such  an  amendment  and  this  amendment  should 
also  overcome  objections  by  industry  to  the  export  provisions,  i.e. , 135(d)(1), 
in  that  drugs  could  be  exported  to  foreign  specifications  as  long  as  the  differ- 
ences from  U. S.  specifications  were  noted. 
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Revise  Section  116  as  follows: 

REQUIREMENT  REGARDING  COMPONENTS  OF  DRUG  ENTITIES  AND  DRUG  PRODUCTS 

Section  116.  No  drug  entity  or  drug  product  shall  contain  any  component 
which — 

(1)  . . . 

(2)  . . . 

(3)  . . . 

(4)  if  the  component  is  recognized  in  ir.i/W.ltii/iiMH/W&tti&miti.  an 
official  compendium,  fails  to  comply  with  the  standards  of  identity,  strength* 
quality,  and  purity  set  forth  in  such  compendium,  or  has  not  been  packaged  in 
accordance  with  compendial  standards  and  specifications.  The  determination  as 
to  strength,  quality,  and  purity  shall  be  na.de  in  accordance  with  the  tests  or 
methods  of  assay  prescribed  in  such  compendium. 


Comments: 

The  above  mentioned  changes  are  needed  because: 

(1)  unless  the  compendial  methods  of  analysis  are  specified, 
different  methods  may  give  different  results.  Standards  without  methods 
of  analysis  are  difficult  to  enforce. 

(2)  a drug  component  should  not  be  used  by  a drug  manufacturer  if 
it  has  been  inadequately  packaged  by  the  supplier.  There  is  no  telling 
what  conditions  the  component  may  have  been  subjected  to  causing  it  to 
have  deteriorated  or  to  have  become  contaminated  with  a foreign  substance 
It  is  not  possible  to  provide  end-product  tests  for  all  theoretically 
possible  unknown  contaminants.  A requirement  that  the  article  have  been 
packaged  appropriately  will  give  added  assurance  of  its  suitability. 
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Amend  Section  117(a)  as  follows: 

(a)  COMPLIANCE  WITH  COMPENDIAL  STANDARDS  AND  SPECIFICATIONS.-  If  a 
drug  entity,  drug  product,  or  in  the  case  of  a drug  entity  which  is  a combinatic 
of  separate  drug  entities,  any  such  separate  drug  entity  is  recognized  in 
ti&ttlltiitiltiteH&teilU-  an  official  compendium,  the  packaging  of  such  drug 
entity  or  drug  product  shall  comply  with  the  compendial  standards  and  specifi- 
cations for  such  packaging,  except  as  provided  in  subsection  (b). 

Comment: 

To  make  language  consistent  with  our  other  recommendations. 


Amend  Section  117(b)  as  follows: 

(b)  ALTERNATIVE  OR  ADDITIONAL  STANDARDS.-  If  the  Secretary  determines 
that  the  compendial  standards  or  specifications  described  in  subsection  (a) 
are  Inadequate/  or  incomplete  to  assure  safe  handling  of  the 

drug  entity  or  drug  product,  to  minimize  deterioration,  to  prevent  deception 
of  purchasers  or  contamination  of  other  drug  entities  or  drug  products,  or 
otherwise  to  protect  the  public  health,  the  Secretary  shall  transmit  his  recom- 
mendations to  the  compilers  of  the  official  compendium  and  if  the  compilers 
fail  within  a reasonable  time  to  provide  standards  or  specifications  which  in 
the  judgment  of  the  Secretary  are  adequate  or  complete,  the  Secretary  shall 
prescribe  alternative  or  additional  packaging  standards  or  specifications. 

Comments: 

The  Secretary  should  in  the  interests  of  cooperation  and  due  process 
give  notice  to  the  compendia  before  modifying  the  standards  and  specifications 
devised  by  our  scientific  experts.  As  mentioned  in  the  comments  under  section 
115,  USP  would  have  a difficult  morale  problem  with  its  scientific  experts  if 
FDA  personnel  could  overrule  USP  specifications  any  time  something  was  deemed 
"inappropriate" . 
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1 HI  UNHID  S TAT ( S PHARMACOI'LLA  aoi  THE  NATIONAL  FOflMULAKY 


Revise  Section  150  OFFICIAL  NAMES  FOR  DRUG  ENTITIES  as  follows: 

(a)  AUTHORITY.  - The  Secretary  may,  in  accordance  with  this  section, 
designate  an  official  name  for  any  drug  entity  if  necessary  of  desirable  in 
the  interest  of  usefulness,  simplicity,  and  ease  of  understanding. 

(b)  REVIEW  OF  OFFICIAL  NAMES.  - The  Secretary  shall  periodically  review 
the  official  titles  by  which  drug  entities  are  identified  in  the  ’'Hii.ti.&l 

official  compendia  to  determine  whether  revision  of  any  of  those 
titles  is  necessary  or  desirable  in  the  interest  of  usefulness,  simplicity, 
and  ease  of  understanding. 

(c)  RECOMMENDATIONS  OF  COMPENDIAL  OFFICIALS.  - If  a drug  entity  is 

recognized  in  an  official  compendium,  the 

Secretary  shall  request  in  writing  that  the  compiler  of  that  compendium  rec- 
ommend a single  official  name  for  that  drug  entity,  if  the  Secretary  determines 
that — 


(1)  any  official  title  is  unduly  complex  or  Is  not  useful 
for  any  reason, 

(2)  two  or  more  names  or  titles  have  been  applied  to  a single 
drug  entity,  or  to  two  or  more  drug  entitles  which  are  identical  in 
chemical  structure  and  pharmacological  action  and  which  are  sub- 
stantially identical  in  strength,  quality,  and  purity,  or 

(3)  no  official  title  has  been  applied  to  a drug  entity  subject 
to  a monograph  under  subpart  2 of  part  B. 

(d)  DESIGNATION  OF  OFFICIAL  NAME.  -If  a single  official  name  recommended 
by  the  compendial  official  under  subsection  (c)  is  useful,  simple,  and  easy  to 
understand,  the  Secretary  shall  designate  that  name  as  the  official  name  of  the 
drug  entity.  If  a single  official  name  has  not  been  recommended  within  one 
hundred  and  eighty  days  after  a request  under  subsection  (c) , or  if  the  Secre- 
tary finds  that  the  name  recommended  is  not  useful,  simple,  and  easy  to  under- 
stand, the  Secretary  shall  by  regulation  designate  a single  official  name  for 
the  drug  entity.  The  Secretary  shall  not  establish  an  official  name  that  would 
infringe  upon  a valid  trademark. 

(e)  PUBLICATION  OF  LISTS  OF  OFFICIAL  NAMES.  - The  Secretary  shall  from 
time  to  time  compile,  publish,  and  distribute  a list  of  all  official  names  of 
drug  entities  designated  under  this  section  and  shall  include  descriptive  and 
explanatory  matter  for  the  effective  use  of  those  names. 

Comments: 

Make  ‘consistent  with  definitional  change  proposed  recognizing  the  term, 
official  compendium. 
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Add  new  section  151(c)(4). 

151(c)(4) 

In  the  case  of  a prescription  drug  product  required  by  subsection  (b) 
to  bear  information  labeling  for  patients,  information  described  in  sub- 
section (c)(1)  and  (c)(2)  for  patients  required  by  an  official  compendium, 
unless  the  Secretary  determines  that  such  information  or  any  portion  thereof 
is  not  appropriate  for  a particular  drug  product.  If  an  official  compendium 
does  not  require  the  information  described  in  subsections  (c) (1)  or  (c) (2) , 
or  if  the  Secretary  determines  that  the  information  required  for  patients 
is  incomplete  or  inadequate,  the  Secretary  shall  submit 'to  the  compiler 
of  the  compendium  his  recommendations  regarding  the  information  to  be 
included.  If  the  compiler  of  the  official  compendium  does  not,  within  a 
reasonable  time,  publish  information  which  is  deemed  by  the  Secretary  to 
be  adequate  or  complete,  the  Secretary  shall  require  such  information. 
Comment : 

See  testimony  by  John  A.  Owen,  Jr.,  M.D.,  President,  The  United  States 
Pharmacopeia!.  Convention,  Inc.  before  the  Subcommittee  on  Health  and 
Environment,  United  States  House  of  Representatives  concerning  H.R. 11611, 


June  22,  1978. 
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Revise  Section  152(a)  as  follows: 

(a)  REQUIREMENTS.-  A prescription  drug  product  shall  be  dispensed  in 
accordance  with  the  following  requirements: 

(1)  . . . 

(A)  . . . 

(B)  . . . 

(2)  . . . 

(3)  When  dispensed  by  a pharmacist,  the  drug  product  shall  bear  identi- 
fication labeling  containing — 

(A)  . . . 

(B)  . . . 

(C)  . . . 

(D)  . . . 

(E)  . . . 

(F)  . . . 

(G)  . . . 

(H)  Information  required  under  section  147(f). 

(4)  When  dispensed  by  a practitioner  or  an  agent  of  a practitioner  (except 
when  immediately  administered  to  a patient) , the  drug  product  shall  bear  identi- 
fication labeling  containing — 

(A)  . . . 

(B)  . . . 

(C)  . . . 

(D)  . . . 

(E)  Information  required  under  section  147(f). 

Comments: 

Compendial  requirements  for  labeling  of  drugs  dispensed  on  prescription 
may  now  be  applicable  under  various  state  laws.  Such  state  laws  will  be  pre- 
empted by  this  statute.  So  as  not  to  lose  this  compendial  authority,  identifi- 
cation labeling  statements  regarding  storage,  special  handling,  etc.,  necessary 
for  specific  drugs  (e.g. , paraldehyde;  nitroglycerin  tablets)  need  to  be  main- 
tained by  appropriate  language  in  this  statute. 


We  strongly  urge  that  this  authority  should  be  added. 
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Revise  Section  177(d)  as  follows: 

(d)  COOPERATION  WITH  COMPENDIAL  OFFICIALS 

The  Secretary,  in  implementing  this  title,  shall  cooperate  with  ££££■££ 

£rf.A/ iltihit i ti/ iiitiit ii  the  compilers  of  the  official  compendia  in  the  revision 
of  the  United  States  Pharmacopeia  and  the  National  Formulary  and  in  the  develop- 
ment of  standards , specifications,  methods  of  analysis  and  mechanical,  chemical, 
physical,  and  any  other  tests  necessary  to  carry  out  the  duties  of  the  Secretary 
under  this  title.  The  Secretary  may  also  provide  for  the  training,  either  within 
the  United  States  or  abroad  (including  payment  of  the  costs  of  travel  and  per 
diem),  of  officers  or  employees  of  foreign  governments,  to  enable  those  officers 
or  employees  to  carry  out  any  function  under  section  135,  related  to  the  consider 
ation  by  their  governments  of  the  importation  of  drug  entities  and  drug  products 
from  the  United  States. 


Comments: 

1,  The  USP  Convention  has  been  incorporated  since  1900  and  no  longer 

has  to  be  referred  to  as  a combination  of  associations  and  scientific  societies. 

2.  Since  USP  and  FDA  have  worked  together  in  the  past  on  suitable  standards 
and  USP  and  FDA  will  probably  have  to  work  even  more  closely  in  the  future  to 
develop  standards  as  well  as  methods  of  analysis  for  monographs,  this  section 
should  be  modified  to  include  standards  as  well  as  methods  of  analysis. 


Add  new  section  180(b)(5) 

180(b)(5) 

(5)  To  the  USP,  as  part  of  a recommendation  either  to  develop  a new 
USP  monograph  or  in  support  of  a proposed  change  to  an  existing  USP 
monograph . 
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american  society  of  internal  medicine 


June  5,  1979 


Subcommittee  on  Health  and  Scientific  Research 
Senate  Labor  and  Human  Resources  Committee 
4230  Dirksen  Senate  Office  Building 
Washington,  DC  20510 

Dear  Sirs: 

Enclosed  is  the  statement  of  the  American  Society  of  Internal 


Medicine  on  the  Drug  Regulation  Reform  Acts  of  1979,  S.  1045 
and  S.  1075.  We  respectfully  request  that  it  be  included  in 
the  official  records  of  the  hearings  held  on  these  bills. 

Sincerely, 


Q.  d.  Corfu*. nrf 

^James  A.  Collins,  Jr.,  MD 
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Statement  of 

The  American  Society  of  Internal  Medicine 
on  the 

Drug  Regulation  Reform  Acts  of  1979,  S.  1045  and  S.  1075 
presented  to  the 

Subcommittee  on  Health  and  Scientific  Research, 

Senate  Labor  and  Human  Resources  Committee 

June  1979 

The  American  Society  of  Internal  Medicine  (ASIM)  is  a federation  of  51  state 
component  societies  of  internal  medicine,  representing  almost  16,000  members 
who,  by  training  and  practice,  are  recognized  as  specialists  in  internal  medi- 
cine. Since  most  of  our  members  are  in  private  practice  providing  direct 
patient  care,  we  are  vitally  interested  in  the  marketing  and  regulation  of 
drugs,  particularly  since  by  the  very  nature  of  internal  medicine  many  of 
our  patients'  illnesses  are  managed  best  by  drug  therapy. 

Congress  is  presently  considering  three  major  bills— S.  1045,  S.  1075,  and 
S.  1138— that  are  intended  to  address  shortcomings  and  problems  in  the  drug 
approval  and  marketing  process  that  has  existed  in  this  country  since  the 
1930s.  The  primary  concern  of  ASIM  in  reviewing  these  bills  is  the  effects 
of  the  proposed  changes  on  the  quality  of  medical  care  provided  to  our 

patients.  As  physicians,  we  can  best  provide  high  quality  care  to  our 

\ 

patients  if  a wide  range  of  effective  drugs  is  available  and  if  we  have 
the  professional  freedom  to  prescribe  the  best  drug  for  each  patient. 

Where  these  bills  would  increase  the  availability  of  effective  drugs  neces- 
sary to  assure  the  highest  quality  of  patient  care,  ASIM  is  supportive. 
However,  we  urge  caution  in  legislating  major  changes  in  the  drug  approval 
process  before  such  proposed  changes  are  tested  to  provide  objective  evidence 
that  they  will  in  fact  increase  the  availability  of  new  drugs,  by  minimizing 
unnecessary  "delays  in  the  approval  process.  Where  these  bills  would  have, an 
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adverse  effect  on  the  quality  of  patient  care  by  denying  physicians  the 
professional  freedom  that  is  essential  if  we  are  to  provide  the  best  possible 
drug  therapies  for  each  individual  patient,  then  we  must  state  our  objections. 

While  we  believe  that  many  of  the  provisions  in  S.  1138  have  merit  and  deserve 
the  full  consideration  of  this  Committee,  we  are  not  fully  qualified  to  comment 
on  the  technical  aspects  of  the  drug  approval  process  it  addresses.  We  there- 
fore will  confine  our  comments  to  those  other  provisions  in  S.  1045  and  S.  1075 
that  are  of  particular  interest  to  specialists  in  internal  medicine.  Our  com- 
ments generally  address  these  provisions  in  the  order  that  they  appear  in 
S.  1075,  and  all  pages  cited  in  this  statement  refer  to  S.  1075,  not  S.  1045. 

Informed  Consent,  Notification  of  Risks,  and  Patient  Package  Inserts 
S.  1045  and  S.  1075  contain  provisions  that  are  intended  to  strengthen  patient 
knowledge  and  understanding  of  the  drugs  being  administered  to  them.  Both 
bills  would  require  that  (1)  patient  package  inserts  (PPIs)  be  included  with 
all  drugs  unless  the  Secretary  determines  that  such  labeling  is  not  necessary 
"to  protect  the  publ ic.  heal th  or  to  promote  the  safe  and  effective  use  of  the 
drug  product  by  the  patient"  (pp.  8-10);  (2)  physicians  notify  their  patients 
of  the  risks  associated  with  the  use  of  certain  drugs,  when  so  directed  by 
the  Secretary  of  DHEW  (p.  14);  and  (3)  when  in  the  Secretary's  determination 
the  use  of  a particular  drug  involves  a serious  risk  of  illness  or  injury, 
he  may  mandate  that  the  drug  may  not  be  dispensed  unless  the  physician  receives 
the  informed  voluntary  consent  of  the  patient  (p.  45). 

ASIM  endorses  patients'  rights  to  knowledge  about  the  drugs  that  are  prescribed 
for  them.  However,  we  believe  that  the  physician  is  in  the  best  position  to 
determine  the  information  that  is  most  appropriate  for  each  patient.  Some 
patients  will  benefit  from  specific  information  about  the  risks  of  some  drugs; 
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others  may  be  so  frightened  by  the  possible  side  effects  of  certain  drugs  that 
they  would  not  follow  a prescribed  therapy,  with  potentially  disastrous  conse- 
quences for  their  health.  The  physician--not  DHEW--is  qualified  to  take  into 
account  the  individual  needs  of  his/her  patients. 

We  are  pleased  that  S.  1075--unlike  S.  1045--recognizes  this  essential  responsi- 
bility of  the  practicing  physician  by  giving  the  physician  the  final  authority 
to  withhold  a patient  package  insert  when  he  believes  that  such  information 
could  be  detrimental  to  the  health  of  the  patient.  However,  we  would  like  to 
stress  that  there  is  presently  no  conclusive  evidence  on  the  effects  that 
mandatory,  detailed  patient  package  inserts  will  have  on  the  treatment  of 
patients  and  their  health.  ASIM  recently  testified  before  the  Institute  of 
Medicine  and  presented  our  recommendations  on  the  type  of  studies  that  should 
be  undertaken  to  determine  the  impact  of  PPIs  on  compliance,  incidence  of 
side  effects,  and  incidence  of  drug  interactions.  It  is  premature  to  mandate 
PPIs  for  all  drugs  until  the  Institute  of  Medicine--and  other  researchers— 
finish  their  studies  on  the  effects  of  PPIs  on  patient  health. 

We  have  similar  concerns  regarding  the  provisions  that  would  require  that  all 
patients  be  notified  of  the  risks  associated  with  certain  prescriptions,  or 
that  they  give  their  informed  consent  before  a particular  drug  is  administered. 
Such  broad  requirements  would  deny  physicians  the  flexibility  to  take  into 
account  the  individual  needs  of  their  patients—particularly  in  regard  to  the 
effects  of  such  information  on  individual  compliance  with  a prescribed  drug 
thera py. 

List  of  Therapeutical ly  Equivalent  Drugs 

S.  1075  (p.  15)  would  give  the  Secretary  of  DHEW  the  statutory  authority 
to  develop  and  distribute  a list  of  drugs  and  their  therapeutic  equivalents. 
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Interestingly,  the  FDA  in  February,  1979  published  a proposal  in  the  Federal 
ken  is  ter  to  do  exactly  that,  claiming  that  it  already  had  the  legal  authority 
under  existing  law  to  publish  a list  of  approved  drugs  with  therapeutic 
evaluations  of  multisource  products. 

ASIM  strongly  endorses  the  use  of  generic  drug  products  when  therapeutic 
equivalency  is  established.  In  April,  1979,  our  House  of  Delegates  declared 

that: 

The  American  Society  of  Internal  Medicine  believes  physicians  should 
prescribe  generically  when  therapeutic  equivalency  and  therapeutic 
safety  are  established. 

Consequently,  ASIM  welcomes  efforts  on  the  part  of  FDA  to  provide  information 
on  therapeutic  equivalence  to  physicians,  pharmacists,  and  patients  as  a 
desirable  step  in  the  direction  of  making  the  lowest  price  prescription  pro- 
ducts available  to  the  public,  provided  that  the  quality  of  patient  care 
does  not  suffer.  However,  in  order  for  us  to  be  reasonably  certain  that  the 
list  reflects  the  latest  knowledge  on  therapeutic  equivalence,  both  in  general 
and  for  specific  products,  we  must  insist  that  there  be  a mechanism  for  quick 
removal  from  the  list  of  any  product  about  which  there  is  reasonable  doubt, 
any  time  in  the  future,  of  its  actual  therapeutic  equivalence. 

We  therefore  recommend  that  Section  504(f)(2)(A)  of  S.  1075  be  amended  to 
require  the  Secretary  to  develop  a mechanism  by  which  an  advisory  group 
consisting  of  professionals  with  expertise  in  relevant  fields  of  medicine, 
clinical  pharmacology,  and  associated  scientific  disciplines  would  have 
the  authority  to  evaluate--on  a regular  basis--those  drugs  listed  as 
therapeutically  equivalent.  The  advisory  group  should  be  able  to  recommend 
the  removal  of  drugs  from  the  list  about  which  a reasonable  scientific 
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doubt  of  bioequivalence  exists.  Any  drug  so  removed  should  only  be  reinstated 
when  scientific  studies  conclusively  demonstrate  that  no  significant  bioequiva- 
lence problem  exists. 

Criteria  for  Evaluating  the  Safety,  Risks,  and  Effectiveness  of  New  Drugs 
Both  S.  1045  and  S.  1075  (pp.  35-37)  would  establish  a new  definition  of  safety 
that  would  be  an  important  element  in  deciding  whether  a drug  could  be  approved 
by  the  FDA.  Specifically,  the  bills  would  require  the  FDA  to  evaluate,  among 
other  things,  whether  or  not  a new  drug  could  have  adverse  effects  on  an  indi- 
vidual's  health  if  intentionally  abused  or  if  used  for  new  therapeutic  purposes 
or  patient  populations  not  intended  by  the  manufacturer,  and  the  relative  risks 
and  benefits  of  other  forms  of  therapy. 

ConA^d&A&tion  o ^ Vfuxg  Aboie  PsiobZemi 

Considering  that  the  stated  purposes  of  S.  1045  and  S.  1075  are  to  make  it 
easier  for  safe  and  effective  drugs  to  reach  those  who  require  them,  we  ques- 
tion the  wisdom  of  creating  a new  definition  of  drug  safety  that  would  unneces- 
sarily block  the  introduction  of  many  beneficial  drugs  into  the  marketplace. 

New  drugs  that  are  safe  and  effective,  but  could  potentially  be  misused  or 
abused,  would  be  prohibited  if  the  criteria  stated  in  S.  1045  and  S.  1075 
(p.  37)  were  to  become  law. 

It  must  be  recognized  that  many — perhaps  even  most--drugs  can  have  adverse 
health  consequences  when  improperly  used.  At  the  same  time,  however,  these 
drugs  can  have  very  desirable  and  beneficial  therapeutic  effects  when  properly 
prescribed  by  a physician  for  a particular  condition.  It  would  be  a tragic 
error,  we  believe,  to  deny  patients  access  to  the  most  effective  drugs  available 
for  treating  their  particular  conditions  out  of  a sincere  but  misdirected 
concern  over  potential  drug  abuse  problems.  In  our  legitimate  concern  over 
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drug  abuse,  we  should  not  reject  the  beneficial  uses  of  drugs  in  order  to 
prevent  their  occasional  misuse. 

Pfie^cJu-b-ing  o ^ VAugA  fioA  UnappAoved  U-6&6 
Furthermore,  the  clear  implication  of  this  new  definition  of  drug  safety  is 
that  it  is  unsafe  to  use  drugs  for  therapeutic  purposes  or  in  patient  popula- 
tions not  described  in  their  original  labeling.  ASIM  believes  that  this 
viewpoint  is  inconsistent  with  prudent  medical  judgment.  Many  times  drugs 
have  been  approved  for  one  purpose,  but  through  clinical  experiences  are  found 
to  be  useful  for  other  purposes.  Physicians  will  sometimes  discover  new, 
medical ly-sound  uses  of  drugs  long  before  the  FDA  officially  recognizes  that 
such  use  is  indeed  valid  and  beneficial.  The  freedom  for  physicians  to  use 
established  drugs  for  new  therapeutic  purposes  when  medically  necessary  is 
essential  if  our  patients  are  to  receive  the  best  drug  therapies  available 
for  their  own  individual  needs. 

We  therefore  oppose  any  definition  of  drug  safety  that  erroneously  charac- 
terizes the  right  of  physicians  to  prescribe  established  drugs  for  innovative 
purposes  as  a "risk,"  rather  than  as  a desirable,  positive  feature  of  our 
medical  care  system  that  is  clearly  in  the  best  interests  of  our  patients. 

Ccm6<Ld&uvtLon  oft  R dlcutive.  E^Aca.cy 

ASIM  also  objects  to  giving  the  FDA  the  authority  to  make  efficacy  comparisons 
between  a new  drug  and  other  forms  of  therapy,  as  both  S.  1045  and  S.  1075 
(p.  37)  would  mandate.  We  do  not  understand  the  rationale  for  denying  approval 
to  a drug  that  is  demonstrably  safe  and  effective,  merely  because  the  FDA 
subjectively  rules  that  other  forms  of  therapy  may  be  superior — particularly 
when  the  advantages  of  a new  drug  may  not  be  apparent  until  it  has  been  used 
in  the  field  for  a number  of  years.  Furthermore,  choosing  the  most  effective 
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drug  treatment  for  a particular  illness  must  be  done  on  a patient-by-patient 
basis,  because  frequently  the  best  drug  therapy  for  one  patient  may  not  be 
the  most  effective  treatment  for  another.  The  inevitable  result  of  requiring 
the  FDA  to  evaluate  relative  efficacy  will  be  an  unfortunate  reliance  on  the 
status  quo:  new  and  potentially  more  effective  drugs  will  be  denied  across 

to  the  marketplace,  not  because  they  are  unsafe  or  ineffective,  but  because 
the  FDA  may  not  approve  a new  drug  when  other  alternative  therapies  are 
already  available. 

SummaAy 

In  sum,  ASIM  believes  that  the  practicing  physician  should  be  permitted  to 
select  the  most  appropriate  drug  therapy  for  his/her  individual  patient.  We 
support  the  FDA's  efforts  to  assure  the  safety  and  effectiveness  of  new  drugs. 

We  must,  however,  strenuously  object  to  any  definition  of  drug  safety  that 
would  block  new  drugs  that  are  safe  and  effective  simply  because  other  therapies 
are  already  available,  or  because  of  a misdirected  concern  over  potential 
abuses.  We  strongly  urge  that  both  S.  1045  and  S.  1075  be  amended  to  remove 
these  considerations  from  the  definition  of  a "safe"  drug. 

Conditions  on  Dispensing  and  Distribution 

Both  S.  1045  and  S.  1075  (pp.  42-48)  contain  provisions  that  would  permit 
the  Secretary  to  place  several  requirements  relating  to  the  distribution 
and  dispensing  of  a drug  if  the  Secretary  of  DHEW  determines  that  the  drug 
would  not  be  approved  (because  it  posed  a significant  risk  to  patients) 
unless  such  conditions  were  imposed.  These  conditions  include  limiting 
the  drug  to  certain  physicians,  facilities,  or  patients  if  the  FDA  deter- 
mined that  such  restrictions  were  necessary  for  the  drug  to  be  determined 
safe.  As  presently  written,  this  authority  is  so  broad  that  the  Secretary 
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ji  : even  dictate  the  specific  circumstances  for  which  a drug  can  be  prescribed, 
■ncluding  such  purely  medical  decisions  as  indications,  frequency,  and  dosage. 

AS IM  is  sympathetic  to  the  intent  of  these  provisions,  which  is  to  allow 
potentially  beneficial  drugs  on  the  market  that  otherwise  could  not  be  approved 
by  the  FDA.  However,  we  strongly  oppose  giving  the  Secretary  the  authority 
to  approve  certain  drugs  and  to  decide  how  they  should  be  used.  We  believe 
proper  usage  of  drugs  is  best  determined  by  physicians  on  the  basis  of  their 
evaluation  of  the  individual  patient.  Giving  the  Secretary  of  DHEW  this 
authority  could  result  in  denying  certain  physicians,  pharmacists,  and  facili- 
ties the  right  to  use  certain  medications,  thus  preventing  physicians  from 
prescribing  the  best  available  drug  treatment  for  patients. 

Recognizing  the  adverse  effects  such  restrictions  would  have  on  patient  care, 
the  ASIM  House  of  Delegates,  which  is  composed  of  internist  leaders  from 
throughout  the  country,  has  gone  on  record  as  opposing  any  legislative  or 
regulatory  restrictions  that  would  prevent  a physician  from  using  an  approved 
drug  in  any  manner  consistent  with  prudent  medical  judgment.  Choosing  a drug 
and  determining  the  proper  frequency  and  dosage  are  clearly  medical  decisions. 

We  strongly  object  to  giving  the  Secretary  authority  to  make  medical  decisions 
that  should  be  made  by  physicians,  and  we  urge  that  these  provisions  be 
del eted. 

Expiration  Dates  on  Prescription  Labels 

S.  1045  would  require  an  expiration  date  on  all  prescription  products  beyond 
which  the  drug  should  not  be  presumed  to  meet  the  applicable  standards  of 
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identity,  strength,  quality,  purity,  and  bioavailability.  In  April,  1979, 
the  ASIM  House  of  Delegates  officially  adopted  the  position  that: 

ASIM  supports  such  legislative  and/or  regulatory  changes  that  would 
mandate  the  inclusion  of  the  expiration  date  on  all  prescription  drug 
labels  on  containers  dispensed  to  patients. 

We  therefore  support  Section  147(a)(2)(d)  of  S.  1045. 

Cone! usion 

ASIM  supports  the  intent  of  both  S.  1045  and  S.  1075,  which  is  to  make  safe 
and  effective  drugs  available  to  the  public  with  a minimum  of  bureaucratic 
delay.  Unfortunately , many  of  the  provisions  in  both  bills  would  actually 
work  against  this  goal  by  interfering  with  the  ability  of  physicians  to  choose 
the  safest  and  most  effective  drug  therapy  that  has  been  developed  to  meet 
the  needs  of  the  individual  patient  with  a particular  medical  condition. 


asim  mm 
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FACTS  AND  COMPARISONS , INC. 

Comments  on  S.  1075 

We  appreciate  this  opportunity  to  comment  on  the  proposed 
Drug  Regulation  Reform  Act  of  1979,  S.  1075. 

The  authors  of  this  bill  and  the  subcommittee  staff  should  be 
commended  for  several  significant  improvements  encompassed 
in  S.  1075.  Specifically,  we  concur  that  appropriate  modifi- 
cations of  the  existing  law  is  a more  logical  approach  to 
drug  regulation  reform  than  a completely  new  law.  Additionally, 
we  feel  that  the  legitimate  interests  of  the  pharmaceutical 
industry  are  more  appropriately  recognized,  while  at  the  same 
time  steps  are  proposed  to  be  taken  to  improve  dissemination 
of  information  needed  by  health  professionals.  We  hope  that 
public  access  to  data,  as  described  in  Section  120,  can  be 
handled  in  a timely  manner  to  permit  the  drug  information 
publishing  industry  to  disseminate  this  information  to  the 
health  care  community  in  an  appropriate  and  usable  manner. 

Our  comments  are  focused  on  the  area  of  drug  information  dis- 
semination. Based  on  our  experience  of  many  years  in  the 
publication  of  drug  information,  it  is  difficult  to  understand 
why  the  Federal  Drug  Index  (formerly  referred  to  as  the 
Federal  Compendium) , has  again  been  proposed  in  Section  117 
of  this  legislation.  The  very  limited  support  offered  for 
this  proposal  has  completely  failed  to  provide  any  convincing 
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justification  for  its  need.  We  suggest  that  this  Committee 
address  four  essential  questions:  (1)  Have  adequate  studies 

been  made  to  demonstrate  a failure  of  private  publishers  to 
provide  drug  information?  (2)  Has  the  impact  of  the  proposed 
publication  been  evaluated?  (3)  What  will  such  an  undertaking 
cost?  and  (4)  Will  such  a publication  be  used  and  serve  a 
useful  purpose?  To  our  knowledge,  these  questions  have  not 
yet  been  answered. 

It  is  our  position  that  the  private  publishing  industry  is 
doing  an  exemplary  job  of  fulfilling  the  drug  information 
needs  of  health  professionals.  We  challenge  any  critics  of 
our  industry  to  identify  the  deficiencies  in  current  drug 
information  resources.  We  feel  that  this  Committee  deserves 
a clear  justification  to  approve  legislation  that  would  bring 
governmental  involvement  into  an  area  which  has  been  well 
served,  at  no  cost  to  the  taxpayers,  by  the  private,  small 
business  publishers. 

Perhaps  it  would  be  appropriate  to  point  out  to  this  Committee 
that  there  are  significant  differences  between  the  regulatory 
environment  of  the  FDA  and  the  clinical  environment  in  which 
health  care  practitioners  utilize  drug  information.  The  pro- 
posed publication  of  the  Federal  Drug  Index  appears  to  assume 
that  distributing  package  literature,  in  a modified  format, 
will  have  a significant  impact  on  drug  prescribing  and  utili- 
zation patterns.  This  assumption  has  no  basis  for  support. 
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FDA  approved  package  literature  has  a legitimate  role  in 
providing  information;  however,  such  limited  information 
does  not,  by  itself,  serve  as  a rational  basis  for  the 
practice  of  medicene. 

Much  of  the  discussion  concerning  the  proposed  Federal 

Drug  Index  implies  that  the  nature  and  quality  of  information 

will  be  improved.  This  is  not  the  case.  It  would  merely 

be  a reorganized  compilation  of  package  inserts.  On  this 

point,  we  would  like  to  quote  Dr.  Robert  J.  Temple,  M.D., 

speaking  on  behalf  of  the  FDA  at  last  year's  hearings  before 

the  counterpart  subcommittee  of  the  House  of  Representatives: 

"...the  existence  of  a compendium  would  not  alter 
the  contents  or  nature  of  prescription  drug  labeling. 

The  compendium  would  merely  contain  all  of  the  ap- 
proved package  inserts  that  exist  at  the  time.  It 
therefore,  in  our  view,  has  no  tendency  to  make  the 
package  insert  either  more  or  less  of  an  authoritari- 
an document  than  it  is  now. " 

We  fail  to  see  how  it  can  logically  be  concluded  that  free 
distribution  of  a compilation  of  package  inserts  can  have  any 
helpful  or  more  favorable  effect  on  physicians'  prescribing 
habits. 

In  summary,  we  emphasize  our  recommendation  that  Section  117 (d) 
be  deleted  from  this  Bill.  We  feel  confident  that  if  the 
Committee  would  thoroughly  examine  the  issue  of  the  proposed 
Federal  Drug  Index  you  would  find  that  such  a proposal  would 
be  an  extravagant  waste  of  money  and  would  not  be  responsive 
to  any  real  needs  of  health  care  professionals  or  the  American 
public. 

Your  consideration  of  these  comments  is  appreciated.  We  will  be 
happy  to  answer  any  questions  or  provide  any  additional  information 
the  Committee  desires. 

Senator  Schweiker.  The  Senate  Health  and  Scientific  Research 
Subcommittee  will  stand  in  recess. 

[Whereupon,  at  12:34  p.m.,  the  subcommittee  adjourned  at  the 
call  of  the  Chair.] 
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